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Novel phenoxyacetic acid derivatives represented by general formula (I), and pharmacologically acceptable salts thereof, which 
exhibit an excellent Ps-adrenergic receptor stimulating effect and are useful as preventive or therapeutic agents for obesity, hyperglycemia, 
diseases due to hyperkinesia of intestine. poUakiuria, urinary incontinence, depression, cholelithiasis or diseases due to hyperkinesia of 
biliary tract wherein r1 is hydroxyl or the like; one of R2 and r3 is hydrogen, halogeno or tiie like, and Ae other thereof is hydrogen; and 
r4 is halogeno or the like. 
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20 dS-^#5c 0tJxtf, 3|5:|g|«cD<t:-g-!fett, ^ 
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25 #, 7^, 9 7 8~9 8 l'^— ( 1 9 7 7^)), 
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(Ilia) $n -5 fk-^ifei(O!Si^:fe-ife<o0»J^iy.T5::*i-, 
WiE— *3:^ (III) ^ytii (Ilia) o Tia{c:*5u>-c-«S^ 

(iiib)-r«$n-5ft:^iKitt, T^nism 1 ic^6v^§^)t■t■5 ^ t ^s-^^ 5, 

^^^R'*''2) O X^-'^f'^^R'"' x^x--x_Jv^R4b 

(IV> X^^^^j^i il, (Vila) (Illb) 
(VI) //W^fift 

5 

Cjgft^rfco) 

10 — ^^(iv)-r-S$riS7 3Ly— /ui^Sli^Sr-V, .v- ^-'i^i^/^^T' s: v^<r> 

^tET\z~m^ (V) $ n * T /w=^c- /Hkitl^ > ^ -lir-C 7 ^ / - /H4:i<:gSf » 

^T/u#/wfkL3t'«, -«55s:(vi)-:?^$ix5ffif^-^D^>fbit^!i*rfflv>--7 y -■r/i' 

15 v^Jg^(l^k*ys:J±^5(l^fc;L■r— iia:^(viia)-c«$ix5ft:^'^^«tit^Sc r(0— US 
^(VIIa)-?m$n5fl:a-ifel^ h y ^^/u^^7>^«0iS7cSI'irffli'^-CiS7ci-5- i: 

-jes:(iiib)-:?^$n5fi:-&i&Sr»iiti-5» 

119:^(111) ^fcJidlla)^?*^^^?)^^;^^ 5 TI2llc:*3V^-C-^l^^ 
(lllc)^^$n-5{k^i|^«, Tiao*ffi2{wtJ6v>S4it-rsr 
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— te^(VIIb) -C^Sn-Sik^^KfS: h y :3^^/u>'9 >^(30S7C^Jil:fflv^-ra7cL 
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-aj^ (XII) -V^ ^ n 5 7 31 y - /U^iStf*: *r -V, .V- ^ /l- * /U A r 5 

10 fbL. -SJ^(XIII)-C-^^n-5fk^#)^SJiSi-^. ^v-Tdt'i'5/uSsr^?±;wi«6 
(xiva) ^ ti -5 {ti-a-^^ *r Miti- ^ = :zco—m^ (xiva) -r-^ * n ^ fb-a-ife co r 

15 sfitE— «£^(iii)^/-!±(iiia)-c«$n^fb-^!^o -J Tl2ll^^iv^-r— 
(Iiie)-;?^$tb5fl:-^i^»*^ Tiao;^&4ictjie(/^S45gi--5 3 i:^^-C'#-5 = 
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^ (xivb) $ n -5 r = - « tag V ^fl!tlila u > 
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*:i4it-t-5o::co-)iS^(XiVc)-?«*n5fb^#i<0:^ h aS*r«fe5r^^§\,^S7cL^ 

m\ -)l$^(xivd)-f^$n5fk^(K»^*!iti-5, 
15 fitflE— fl$5S:(xiVc)-:?«$n'5fb'&i|feSr;J^/i^Ar>'W7^t K<7>#iaETJ-> 

z - c> n fc -ifeS; (XI vc) * Ji (xivd) ^ tt s fk^^ w T => - /utTK 

20 aaiE— 33:^(111) if-!i(IIIa)-r-»^tLSfb^#»co -5 Tlll!c:*3V^-r— flS^ 




>v^-'Uft:L-c-)l§:^(xx)-r-«$K-5fk^ifei^S^5Si-'5= -«Sxt(xx)-c-«*tb4fb 
10 ^>-^>m^'>T y itL. -fiS^(xxi)-e^$ri?.(t:^'fei^®{it-t-5 = 

15 -«!:^(XlVe)-c«*n5fb#4^SrS!lig-rSo :io-il9;^(XIVe)-?^$7i5fk^«j 

(73 T /u= - /uttTKS^a t 5 r i 9 . -je^ (iiig) 

H&ffi-SS^(iii)*yi:}i(iiia)-:?^$tL5fb^!^0 9 Tia5::*jv^-r-fi$^ 
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(XXII) ^^^Rla (XXIII) 2)«iMa«!)WX (Illh) 
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gS^&*r^TV^. (XXVIII) -c-«$n?)^^^i^1f^<*^^®5'^'^^' 

-!iS^(XXVIII)t?«$71^^^L->^!i^f^^-^^^^''^-^^'"^ T^h^t Kn 
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5 -ifes:(xxx)-:?*j$rt5T5 >ft^«»i:5t£;^-e:-c-«a^{xxxi)-vf*$n5fki^ 
sKj^SSit-t-s, - (o-fl9:^(xxxi)-c-«$ix5fk^'tei*:Sflt^<^T-ej!afau-r^ h 

5r i:;::^ "9, -«5^(XXXII) -?« inSft-g-^SrSSiSi-'So 
— te^(xxxII)-?«$^^5^k^#I«>'<>i^/^as^^fel-^^v^^*L7t^. A', 

«<rie-«J^(iii) * f-}i(iiia)-:?^$7vSft;-a-'l&«o -5 Tla5r^3v^-r-^^ 
(iiik)-cs^n-5fk^4fe»<±, TiEco:^fe 1 0 jw?aev>»i)t-t-5 r tdJ-tr^ s = 
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(XXXIV) T-^ $ n -5 fb-a-i^ ^Kiti- -5 , w <D-^^ (XXXIV) -^^ $ n -5 fb^4& §r 
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^(xxxvi)T«$tt5fb^ife>4^-:i^^f^/V'^-7^/u, T^h^t Ka77:^^o^ 

15 9-7j?7 fv'i^'n [3. 3. Ij y -^-^^eOJ}^ !>#^|[|*3 J: tJ^iSift 

X 7 ^ :^ j3 J: OtES ft (k^ 3g ^ ffi V ^ 5 ft 3g its ^ fr v ^ T =J - Sr 
ft^l?,^^i;::^«IL, -flS^cxxxviD-c-^SnS-fk^^j^Mit-t^c c<^-rt3:^ 

20 (XXXVII)-r♦aiH^^b^#9(7?'<>v^/^S^^fti;l^^^V^|^^L/::'^. iV, .V-v?;/ 
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Bn*>, 7 b<^'iL>M§rfflV^-CM a g n u s ffilCi^CT^^^rtrV^. ^VT'dt^ 
20 muL. .L^«m^5 0%ii»0$-<i:.5i:^co^^jk^#)je^*rECsofiti: L-rp,- 
«<lS7 J/ KtO^^'g^ftittlLT^^^^f^gSLTMa gnu s SdillU Tf* 

mmtLtz, 

mz.\i. 2 - : 2-^^00-4 - [2 - CC(1S, 2i?) -2-tKn;Srv'- 
2— (4 — t Kn ^i^v'^ 3i = /U) — 1 - y ^yPaL^^-Wj T 5, 7 j ^i^yw; 7 it / 

^v': KifS(7)p,*3=}:t/p,-T Ku-:^ y ^-Si^M^f'^ffiJi^n.^'n 7 . ox 
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fflJctfcL. p.isiO^Pj-T Ku-:^y :^S:^tt:$iJ»ff $HfeSS^B*J'ip,- 
$ *5i^(73B&fE— )^^^(I)■c*$t^5^t:^^^4^^^±3i»**{-^sv^^t■a' 
4- :2 - ;C(1S, 2/e) - 2- tKn:^r->-2 - (4-tKn:^-->73i ii-'W) 
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20 *$2X-5ds, Slnfe-^<o4i^, SliatSAi H^7tt> i~ 1 0 0 Omg. I^SpS 
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0. 4g) (30 1, 2-v^^anac^> (86ml) !R»jSJw>^ d ^Tir^/uy d 
5 (2, 2 6ml) Sr»D;t 3 0 ^^Pfljftj^ L7tSlf>JB^«IIC»Dx.. ^iaTlw24 

4- (2 -:/n^Tir^/U) :7 y (4. 5 7g) %t#f::3 

>H-NMR (CDCI3) 6ppm: 
10 1.30 (3H, t, >7. IHz), 4.28 (2H, q, /=7. IHz). 4.36 (2H. s). 4.79 (2H. s) . 
6.83 (IH, d, 7=8. 7H2), 7.91 (IH, dd, 7=8.7, 2. 2Hz). 8.22 (IH, d, 7=2. 2Hz) 

#%e*J2 

15 ^^ntz..^ 

2- :4- ( 2 -yg^r-tr^/u) -2. 5 - v^^ g c? / P^^^yu 
»H-NMR (CDCI3) 6ppm: 

1.32 (3H, t, 7=7. IHz), 4.31 (2H, q, 7=7. IHz), 4,51 (2H, s) , 4.76 (2H. s), 
6.85 (IH, s). 7.76 (IH. s) 
20 2 - :4 ~ ( 2 -:/D'=erir^/u) -2. 5 ~ v^t^ ^/u >^ j: y §1^^^^/«^ 
»H-NMR (CDCI3) 6ppm: 

1.31 (3H, t. 7=7. IHz), 2.30 (3H, s), 2.52 (3H. s) , 4.28 (2H, q, ^7. IHz). 
4.40 (2H. s), 4.69 (2H, s), 6.54 (IH, s), 7.56 (IH, s) 
2- :4- (2 - v^n^Tir^/u) - 2 - j. y ^ ->j i^^J^^/W 

25 ^H-NMR (CDCI3) 6ppm: 

1.25 (3H, t, 7=7. 6Hz). 1.29 (3H, t, 7=7. IHz), 2.75 (2H, q, >7. 6Hz), 4.27 
(2H, q, 7=7. IHz), 4.39 (2H, s) . 4.72 (2H, s), 6.74 (IH, d, 7=8. 5Hz), 7.80-7.85 
(2H, m) 

2- :4- ( 2 g^Tir^/l^) - 2 - X2 u - S - ^ ^ ^^y'l 
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1.37 (3H, t, fil.lHz), 2.53 (3H, s) , 4.29 (2H, q. ^7. IHz), 4.37 (2H, s), 
4.77 (2H. s), 6.71 (IH, s). 7.79 (IH. s) 
5 2- :4- ( 2 n^r-fe^/W) -2. 5 - v^7yu:;^n y §^^=^^ 

'H-NMR (CDCI3) 6 p p m : 

1.32 (3H, t, /=7. IHz), 4.30 (2H, q, /=7. IH2). 4.46 (2H, s), 4.77 (2H, s), 
6.66 (IH, dd, .7=11.7, 6. 4Hz), 7.73 (IH, dd, /=11.3, 6. 6Hz) 

10 

2- :4- ( 2 -^n^Tir^/U) K p =^ '> >^ ■/ =^ j'pg^ji^/U 

3 ' , 4 * - i> \z y a ^ iyr -il h y :^ y > ( 2 . 0 0 g ) (DX, SV- iy ^ ^/U 
.i-wUAT ^ K (4 0 m i ) ^ISiwj^BSy ^^2. ( 2 . 4 4 g) i5 J: > ^^/V-^?' 
15 n^K(4. 0 m 1 ) '>J]D;^. 5 0t:-'14. 5 B#Fb1 jti^ L f:ic SJ^i^fS^^ i- 1 
S^iae^^^Px. v^:2i^/l-^-'7^/^/g^K^^/^rl?S (3/1) -v^tSttiL. 7k*3 

^dr^>/gl^^3i^/U'= 4/ 1 ) -:'*tML. 4' v^/l-::?h^v'- 3 ' - t K 

20 a^^v/T-fe h:7^/ > (2. GOg) ^ttfc^ 7[C/^*t«^T. #?>nfc4' 

v^/U7h^i/" 3 ' - t Ko:^v-rir h:7^y>(2. GOg) cOJfift^^U> (2 
5ml) ?$?S{rA', .y-i^^ y>^u ^ > (2. 2 mi) «rJDX10 

^^^Pellti^Lyc^. ^ ti xu ^/Up^ ^/Wzn — T^/U ( 1 . 2ml) ^))UX.^&T\Z 5 . 

IK : -^^1^>/S^K^^^^= 3/ 1 ) VmmL. 4' C>v^/U;*-=3p^>-> 3 * - 

h^i^y^ h^^yT± h7 :^ / > (2. 28g) *:'#fco 

»>>rLfc4' — <>v^yu^^i^-3' h^v^p< h^af-v-Tir > (2. 
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2 8 g) (O:^^ J—fV (20ml) '^WL\Z, 1 0 ^^^-^^ "i^ -^i^* (5 0%^*) 
(6 8 7mg) *r»DX. ^fi. **#ffl^T{Cll^rii1Stl^Lfcc ftfefflE^^^U. 
5?K^«iST{^«ai'^. «S4*SrAs A^-v^p«^yUjn/U^T^ K (20ml) 5c 
fg;&^L. y 'J'^ (1. 2 1 g) *5j;t>*:7^D-=e|^g&^f^/u (l . Om 1 ) S: 

(5/1) -c^ttttSL. 7K*5<tL>*iafo:fta£7kirT^i^m. M^kfiS 

:>/v'::r;^^^>:^a-:?h^^:7^- (^tiUl^^^ : =^f-i^ >'/ilF»^^>'^== 3 / 1 ) 
-CfgSliL. 2- (4-Tir^/l — 2 h^^v'T^ h=^"->:7a:y ^r->) B^K^^/l^ 
10 (1 . 5 2 g) = 

»H-N-VIR (CDC I 3) 6ppm: 

1.29 (3H, t, 7=7. IHz), 2.56 (3H, s) , 3.54 (3H, s) , 4.27 (2H, q. /=7.1Hz), 
4.77 (2H, s), 5.30 (2H, s) , 6.83 (IH, d. >8, 5Hz) , 7.61 (IH, dd, /=8. 5, 2.1Hz), 
7. 78 (IH, d, 7=2. IHz) 
15 2- (4 -r ir^/u- 2 - ^ h^v-;^ V^^yy ^ J ^^y) g^^^^/u- (1. 5 
Ig) c07^h^tKn:7^> (30ml) u y K > t K ni h i; n ^ K 

(2. 9 2g) ^ADx.. ^?aT;::2 mPalltJ^Lfze Stc:^?^^4^5*:7K4^:ra#\ 

fce ?*QET;:::^^«5:i?^L. SS#?Sr U ;^ y>'i-:7 5> :y ^ ;^ ^ ^ ^ ^ F 
20 -7^— (mOi^t^ : ^^'^>yi^^'^^^^ — 'ryi-Xmt;< "^^'^^ 3 X 2 X 2) 
-r-ffiSJL/c^^. -.:aei^>/v^:3:^/Uac-^^U (l/l) T'S^B^sfbL. 2- [4- 
(2 - y u-^eTir^/W) - 2 - fc Kn^V^aiy =3?^ i^ffi|3:^^>'i^ ( 7 8 0 mg) 

»H-XMR (CDCI3) 6ppm: 
25 1.31 (3H, t, 7=7. IHz), 4.29 (2H. q, 7=7, IHz), 4.39 (2H, s) . 4.73 (2H, s) . 
6.79 (IH. br), 6.91 (IH, d, ^8. 5Hz), 7.54 (IH, dd, 7=8.5, 2.2Hz), 7.60 (IH, 
d, 7=2. 2Hz) 



#%t^j4 
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2- '4- (2 --i/P^Tir^/U) -2 W Jiy ftS^J^^/W 

'H-NMR (CDCI3) 6ppm: 
5 1.30 (3H. t, .^7. IHz), 1.49 (3H. t, ^7. OHz), 4.18 (2H, q. >7. OHz), 4.28 
(2H, q, 7=7. IHz), 4.40 (2H, s) . 4.77 (2H. s), 6.82 (IH, d, /=8. 2Hz), 7.50-7.60 
(2H, m) 



10 2- :2-':fa^-4- ( 2 -^P^J^^/V^) -7 3l / ^ S^figji^/U 

2- :2-:7"p^-4- ( 2 -::^p^rir?'/u) :7iiiy=^>': f^ggoi^/u (2. 
1 2 g) CO h !; 7yU7hPglFffi& (4. 2 9ml) mm::! hLlac:^/Uv^7> (2. 6 
7nil) ^m^. 5 O^C-' 1 ^ftimi^L^c SJSS^*&«:«/ETiwift^'^. F^S^feJ 

15 ^jU=o/l) -r-WKL. 2- :2-:/P^-4- (2 - v^P^^a^^^'U) :7 :jl y 

^-x: im^^^'i- (1. 8 4g) ^ntL. 

'H-NMR (CDCI3) 6ppm: 

1.29 (3H, t, 7=7, IHz), 3,08 (2H. t. /=7.5Hz), 3.52 (2H, t, .^7.5Hz), 4.27 
(2H. q» ./=7. IHz), 4.68 (2H. s) , 6.77 (IH, cl. .^8. 4Hz). 7.08 (IH. dd, ./=8. 4, 
20 2.2Hz), 7.42 (IH. d, 7=2. 2Hz) 

25 2 - 14 - ( 2 --/p^^^>'t-) - 2 i^S^^^yu 
^H-XMR (CDCI3) 6ppm: 

1.29 (3H, t, 7=7, IHz), 2.28 (3H, s) . 3.07 (2H, t, 7=7. 6Hz), 3.52 (2H, t, 
7=7.6Hz), 4.26 (2H, q, 7=7. IHz), 4.62 (2H, s) , 6.64 (IH, d, 7=8.2Hz), 6.96 
(IH, dd, .A^8. 2, l,9Hz), 7.00 (IH, d, 7=1. 9Hz) 
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2- :4- (2 -y^XJ^zsL^/i^) - 2 - J:^/U-7 y ^->J 
>H-NMR (CDCI3) 6ppm: 
1.22 (3H, t, /=7. 5Hz), 1.29 (3H, t, .^7. IHz), 2.69 (2H, q, ^l.oUz), 3.08 
(2H, t, 7=7. 7Hz). 3.52 (2H, t. >7. 7Hz), 4.25 (2H, q, /=7. IHz). 4.61 {2H, 
5 s), 6.65 (IH, d, >8, 3Hz), 6.96 (IH, dd. >8. 3, 2. 2Hz), 7.01 (IH, d. ^2. 2Hz) 
2- :4- (2 -'T'P^Ji^/i^) - 2 -31 h :^'>:7 3i y =^->j S^Sk^'f'^^ 
>H-NMR (CDCl,) 6ppm: 

1.29 (3H, t, 7=7. IHz), 1.46 (3H. t. 7=7. OHz) , 3.09 (2H, t, 7=7. 6Hz), 3.53 
(2H, t, 7=7, 6Hz), 4.10 (2H, q, 7=7. OHz), 4.26 (2H. q, ^7. IHz). 4.66 (2H, 

10 s). 6.70 (IH, dd, 7=8.1, 2.0Hz), 6.75 (IH, d, 7=2. OHz), 6.81 (IH, d, ./=8. IHz) 

2- :4- - 2 - tn K Q ^ V :7 ji 7 S^Sk^^i^^^ 

^H-NMR (CDCI3) 6ppm: 

1.30 (3H. t, 7=7. 2Hz), 3.06 (2H, t, 7=7. 6Hz), 3.52 (2H. t. 7=7. 6Hz), 4.27 
(2H, q, 7=7. 2Hz), 4.63 (2H, s) , 6.40 (IH, br) , 6.66 (IH, dd, 7=8.3, 2.0Hz), 

15 6.80-6.90 (2H. m) 

2- :4- (2 -yu^=ii^/]^) -2, 5 - P P "7 31 y =^'>] g^Stm^/l^ 
^H-NMR (CDCI3) 6ppm: 

1.31 (3H, t, 7=7. IHz), 3,19 (2H, t, 7=7.5Hz), 3.54 (2H, t, 7=7.5Hz). 4.29 
(2H, 7=7. IHz), 4.68 (2H, s) . 6.86 (IH. s), 7.30 (IH, s) 

20 2 - :4 - (2 -:/p^i3i^yu) - 2, 5 - ^ ^/u-y 31 7 ->] S^m^^/^ 
*H-NK'IR (CDCI3) 6ppm: 

1.30 (3H, t, 7=7. IHz), 2.24 (3H, s), 2.26 (3H, s), 3.00-3.10 (2H, m), 
3,40-3.50 (2H, m), 4.27 (2H, q, 7=7. IHz) , 4.61 (2H, s), 6.50 (IH, s), 6.93 
(IH, s) 

25 2 - 14— (2 -zfu^ix.^/u) ^ 2 u u - o - :^^/uy PL y ^i^: i^fe^ 
^H-NMR (CDCI3) 6ppm: 

1.30 (3H, t, 7=7. 2Hz), 2.27 (3H. s) , 3.07 (2H, t, ^7.8Hz), 3.47 (2H, t, 
,7^7. 8Hz), 4. 27 (2H, q, 7=7. 2H2). 4.67 (2H. s) , 6.65 (IH, s), 7.17 (IH, s) 



wo 00/02S46 



PCT/JP99/03611 



24 



'H-NMR (CDC 1*3) dppm: 

L31 (3H, t. 7=7. 2Hz), 3.11 (2H, t. 7=7. SHz), 3.53 (2H, t, .;£=7. 3Hz), 4.28 
(2H, q, ./=7.2Hz), 4.67 (2H, s), 6.66 (IH. dd, 7=10.4, 6. 9Hz), 6.97 (IH, dd, 
5 7=11.2. 6. 9Hz) 



2 - C4 - (2 -::/nr^:3i^>rU) - 2 - t K n :7 31 y ^ g^ffi&ai^/U (4 
10 OOmg) cOjV, A--'>?;?«^/U'7j^/UAr ^ K (4 m I) y A (2 

0 0 mg) fcJ:l>'^> v^yu>^n ^ K (0 . 17ml) Sr*a;t. ^aTl:: 13. 5 

/I) -?*fittiL. 7K*5 ia^^ftftje^kicTifef*-^. SS7KBg®^-^^^-^*>AT-e;<ft 

15 ^^7^- (^UlSjfiE : --.=^i^>/i^®|3i^/U= 1 7/3) -*m»iL. 2- [2 
— <> v^7^3^:^r->- 4 - ( 2 ~:/ni^nif^>rw) :7jiy^r>'j RK^^^^ (2 5 2 
mg) 5r'#7tp 

»H-NMR (CDCI3) 6ppm: 

1.28 (3H, t, 7=7. IHz), 3.05 (2H, t, 7=7.6Hz), 3.48 (2H, t, 7=7. 6Hz), 4.24 
20 (2H, q, 7=7. IHz). 4.68 (2H, s) , 5.15 (2H. s), 6.73 (IH, dd, 7=8.2, 2.0Hz), 
6.79 (IH, d, 7=2. GHz), 6.84 (IH. d, 7=8. 2Hz), 7.20-7.50 (5H, ni) 

25 4 -Tir^/u- 2, e-v^^^on-^o^y— /U(i57mg)<7:>-7^h^t:Ku>^ 
=7> (4ml) ^tSECI fayK^tKnrhy^^'o^K (418mg) i^i U^*fit^ 

f^^^n^yU-Cttffi'^. l&?P*ifi7Ki^-CSt?^L. *S*a£^-^^^v^^ A-CteiS^-ii: 
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5' -v?^nn-4' ~t K n v- >^ n ^ K ( 1 9 7 m g ) ^t#fco 

'H-NMR (CDCI3) 6ppm: 

4.34 (2H, s). 6.33 (IH. br s), 7,94 (2H, s) 



3' --7 — 4* - b K p =^ ^ j. n ^ K 

tiftT/l^ ^^^-^'^ (17. 8g) <D1 , 2--i^^uu=iL^> (149ml) m 
7Ki^iti*T> r/a-=eTir^yUr^n ^ K (3. 8 8m I) ^mx.3 0^^P^ 
10 Jt}^Lf-^^> 2 -^/U:^t-ur:=:y — /U (5. 0ml) ^W:^. MfSTlri 2 B#PbT 

/u=5/l) -r^WSJL. 4' - {2 -Zfu-^T^ -3' - :7 n -7 :3i 

15 /:^v^/^:7'^ ^ K (4. 13g) >^M#l^^ti^3 '-7yW:^n-4' - fc: K n aj- 
^yy z^'T^yji-'fu ^ K (2 . 5 7 g) ^tf fcc »?^ixf^4 ' - (2 -^n-eTir 
->) - 3 * - :7 ai-:h>-/u:7' n :^ K (4 . 1 3 g) (0=^^ y — (5 

8. 3ml) \m^\Z.. 2m.J^A<^m\^'r ^ M.7^mm (e. Oml) -r^JPX.^ ^ 

ST;::2 5 5>FB^}t«^Lfce SJiSrm^4^i^ 2 a:£ies^^ (6. Oml) ^Jox. S;i& 

ifyy-i— (?^ffi?$^SE : --^^1^>/i^^:I^^/U= 5/ 1 ) r^ftKL. 3' -VjV 
p^n-4' 1 Kn2:^v^:7:3L-^-S//U':/a :^ K (4. 7 8g) $rt#fCo 
'H-XMR (CDCl3)6ppm: 
25 4.37 (2H, s). 5.85 (IH, br), 7.10 (IH. t, ./=8. 4Hz), 7.70-7.85 (2H, m) 



5 



1 0 

4— (2 — :7'n-=&ji^/u) —2, 6 — v^:?^ p 0:7 ji/— /w 

3'. 5' -f:;?^nn-4' -fc K a ^ v- >^ ::c^>-yU:7' n ^ K (1 8 6 m g) 
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CO h y 7/U7j-ag^g| (5 0 7 m I ) ^MlZ h ]) 3l^/u->7> ( 3 4 5 ax 1 ) SrflO 

/I) -?.filf»lL, 4- (2 -yn^Ji^^yW) -2, 6 - n c 7 * / — (1 
5 0 4mg) 

'H-XMR (CDClj) 6ppm: 

3.06 (2H. t. ^7. 3Hz), 3.52 (2H. t. /=7. 3Hz), 5.78 (IH, br s), 7.13 (2H, s) 

\ 1 

4— ( 2 — •T'p-'e.J.^/u) — 2 — 7;u:j-n 7 J. / — 
•H-NMR (CDCI3) 6ppm: 

3.08 (2H. t. /=7. 4Hz). 3.52 (2H. t, >7. 4Hz), 4.70 (IH, br). 6.85-7.00 (3H. 
15 m) 

#%fi^Jl 2 

5* — ( 2 — 7^a^j:^/u) —2* — t: K n A T — K 

4 -t Ka dr->-7^^,^/ur/l' = — /U (4. 2 8 g) cOB^BS^ (4 0ml) r§?S 
20 (2. 6ml) ■*r^)D;t. ^fiTJC 4 0 ^Pb^M}^ L 7t„ 5lSS^4fel^jSBET 

6itffi5-^^^^->'j7A-cl£fil$-lJrfco i^/ET;rjg^^@*L. 4' -t Ka=^->-3' 
h n 7 3i^f^/UT>'U=i — /U ( 5 . 3 8g) i-^Tto ?t?>nfc4' - t K a =^ 
3' h D ^i^^/WT^W-a — (2. 6 2 g) cO.V, .V- p« 

25 .AT 5 K (3 Om 1 ) j§?gfCj^®f;* y 'J'A (2. 1 7 g ) i5 J; U^--^ > 7" n 5 
K (2. 0ml) SrAPx.s SSTI^ 1 2 BfPBlitJ* L fc, S^C??M^#f^7k^ 

T^/u/g^^^^/u^jg (9/1) t'fStbL. 7K*3 J;u^^&fp:fe^t7K;- 
^v' 1; •h^i^'-^^ y -> =>. =7 i7 □■x' h Cf^-y (^tiij^iJE : i^^^/U J^ — 7^ 
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10 



15 



20 



25 



3i^,^;UT-'l'='— ''^ (3. 3 1 g) ^#^-o 
iH-N-MR (CDCI3) 6pptn: 

1.42 (IH, br). 2.85 (2H. t. >6.4Hz). 3.87 (2H, t. J^6.4Hz). 5.22 (2H. s). 
7.06 (IH. d. /=8.6Hz). 7.30-7.50 (6H, m). 7.74 (IH. d. J^2. 2Hz) 

4. _^>-:;,u:d-^->-3' -z.hn7:.^^/UT.V=-^l' (2. I7g)<0 
(30ml) ^?gi:il2g*^k^^ (2. 90g) :^ iO* b'J 7 
^^7^> (2. 0 8g) ^^]D^, MTtc2. 5f^|Bi8H^Lfcc Sf&iS^^Sr 
j^ffiT:::ie^L. ~> -J ;«7 7 * 7 n h ^7 7 ^ - (IS 

bn7^^^^w:^° 5 K (2. 1 2 g ) Sr#fcc 
iH-NMR (CDC 1 3) 6ppm: 

3.15 (2H. t. ./=7.lHz). 3.55 (2H, t. /=7. IHz). 5.23 (2H. s). 7.08 (IH. d. 
>8 6Hz). 7.30-7.50 (6H. m) , 7.73 (IH, d, .^=2. 3Hz) 

4. _^>->-,v^^->-3' -^ha7^^^/U^°- K (4. 32g) 
^y-,u (35ml) ^?«5C2a«^^ (26ml) i: O- Og) ^^^^^ 

^m. %hnfz.^mm^^\^^^^> (20ini) j^^a^u, ^m/mn^Mi^mw. 

^ (3/5) (2. Oml) 5:JDX. ^MTiC 2 0 5^IBll«i^ L fc= SIt>S^«»Sr 

^^;v=A/l) -C'ftML, 2' -^^^i^A^^^^y-o' - (2-:/a^zc^/W) 
d^/Ui.T=i'; K (1. 2 5g) ^#fco 
'H-NMR (CDCI3) 6ppm: 

3.00-3.30 (2H. m). 3.50-3.80 (2H. u.). 5.00-5.20 (2H. n,). 6.85-7.15 (2H. 1). 
7.30-8.80 (8H, m) 
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2 ' v-- 5 ' - (2 -:/a^^^/W) jJ^/U^T— U K (5 1 O 

mg) ^D:^9J—)^ (8ml) igfSJCl 0 ^i^* (50%^*) (1 

5 (JlftiJf#ISE : ;>< 9 / — /W/t£(b^ ^ ^/v^^^/i-^ — •7^^i^= 1 / 1 0 / 1 0) 
■^l^KL. 5* - -2* - b K a ^ v'.i^yu AT — y K (3 

3 9mg) Srftfc. 

»H-N"MR (DMSO— i^e) 6ppm: 

2.80-3.20 (2H, m). 3.50-3.90 (2H, m), 6.70-7.30 (2H, m) , 7.80-8.60 (2H, m), 
10 9. 10-10. 60 (2H, in) 

#%0iJ 1 3 

2.- :4- ( 2 -:/p^Ji^/i^) -2. 6 -e^^ p p :7 31 y 

4- ( 2 — r^P^:3i^/U) -2, % rjwy =su J --)\^ ( 1 0 4 m g ) COT 

15 irhvd. 2m 1 ) y (1 3 3mg) i3i:L>*:/p^im;?«^ 

/u (7 3/z 1) S:*D^. amT5c3(^^Ml*Lfco ^?S«S!5Sr 5* -5{g*:^IE 
Ti-?S^^.^S*32:'> y :^yVutt'jE?S<*:^T A^ p-^ h :7 — (}$atS}$aK : 
--^r1^>/i*»l^^/l-= 1 2/ 1 ) "C?«»iL. 2- C4- ( 2 p ^^^^'V') 
-2, 6-v^^PP:7jiy::^i^j ^fki^'f'f'^ (8 2mg) S:1#f:ic 

20 *H-N'MR (CDCI3) 6ppm: 

3.09 (2H, t, /=7. 3Hz). 3.53 (2H, t, /=7. 3Hz), 3.85 (3H, s), 4.63 (2H, s), 
7. 17 (2H. s) 



2— :4- ( 2 - >^a^:3i^/U) — 2 - ^7 /V-:^ n :7 7 ^ ft^Ji?-/^ 



#%0*J 1 4 



*H-NMR (CDCI3) 6ppm: 

1.29 {3H, t, ./=7. IHz), 3.09 (2H, t, /=7.5Hz). 3.52 (2H. t, /=7.5Hz), 4.27 
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(2H, q, IHz), 4.67 (2H, s) , 6.85-7.00 (3H, m) 

^H-NMR (CDCI3) 6ppm: 

1.15-1.40 (3H, m), 3.00-3.30 (2H, m), 3.45-3.80 (2H, ra) , 4. 20-4. 35 (2H. m), 
5 4.60-4.70 (2H, m) , 6.75-7.15 (2H, m) . 8.00-8.80 {3H, m) 

4->^cr^-2- ( b y y^/^:*-ci 7^ ^/V) y > (7. 05g) Ooi^y — 

10 (7 0ml) mm\:i7K?^mWT . 4 2%m-y yityt^^mSk (14. Iml) 

Xu^^mm-^c yr (5. 5m n sripxs o:j^PBi}t*^Lf:L= s/^:^ia^^»-v^ 

oi^/uai — 7^7U^^ID;t. 1ffdcl*Sa^^5®lL. 4 - u ^ - 2 - ( h y >^ /l-:^ n p« 
^yu) ^>-^>iyTy=-^ yityi^^m^ (8. 6 9g) *rt#i^Cc tt^ttfe 

4~yo^— 2- ( h y :7/^7^u2 ;^ ^/v) -c^if vv^T Aizg>^ '>^ft:^ 

15 (8. 6 9 g) (Dmmmm (S Om l ) $r 1 2 O^CT* 1 2 B#F0lMi*t^ L f- = SiJt^ 

= 2/ 1 ) -Crf§®iL. 4->^n^-2 - (hy:7/U:^-cp« ^yu) 7 =^ 7 - )V (4 . 
20 3 7 g) *'^r'#fco 

^H-NMR (CDCI3) 6ppm: 

5.80 (IH, brs), 6. 86(1H, d, /=8. 7Hz) , 7.52 (IH, dd. ^8.7. 2. 4H2) , 7.63 (IH. 
d, /=2.4Hz) 

4-:/c2^-2- ( h y >^yu:^n ^ ^yl^) ^^my— /U- (4. 3 7g) (DN, N 
25 -v^^^yW.i^/WAT ^ K (4 0ml) ^ (3. 75g) iBit/ 

-Ov^/U^o^K (2. 5 9ml) <^APx.. l^r]g.T JCl 2 Htre^ltJ^ L /Cc SJ^&M 
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4-yn^-2-- ( h y :7>'b7|-n 7« ^yu) -7 :3i — /U = — -7^ /U (3. 3 7 g ) $r 

^ — -r/V- (2. 0 5g) (Oi^cc^/Um — (2 0ml) SiSt- - 1 0 0 'Cjt«2 
1 . 4 6-=e/uaa? t e r t ^r^M.^>^ >^i& (11. 4ml) 

fern. BK^^/w-cttttsL. ia¥ntftje*;r-cife?^m. m^mm-^ ^^n. 

hy^7>r- (J§ttS^««: -^=^•t^>/ifK^^/^=2/l) -C«.mL. 4' — ^ 

10 >-^^/U3h^->- 3 ' - ( h U -^/Uy^-ur 7« ^/l-) 7 jc;^^^/UT/U=i — (1. 4 6 
g) ^fffc. 

>H-NVIR (CDCI3) dppm: 

2.83 (2H, t, 7=6. 5Hz), 3.54 (2H, t, ,^6, 5Hz), 5.17 (2H, s) , 6.97 (IH, d. 

/=8. 5Hz), 7.28-7.48 (7H, m) 
15 4' -^>i^Jl^'^^i^~ 3 ' - ( h U ;^ ^yu) ^ T =J — 

(3 2 8 mg) C0:3^^ y—^Uj^rg (5 ml) \Z 1 O yo^<=7 ^ J^^^ (7 3mg) 

^Adx. ^r&. *^#Iia^T:c3 O^rflttJ^Lf^. m^^^^'ik. WL&T\:zmWli. 

^@^L. 4' - fc: Kn:3ev^- 3 ' - ( h y >^/W::*-n ;^ ^/U) ^ ^ /i- T = 

— /u- (1 9 5 m g ) 
20 'H-XMR (DMSO-c/e) 6ppm: 

2.66 (2H, t, 7=6. 8Hz). 3.50-3.60 (2H, m) , 4.61 (IH, t, /=5- IHz) , 6.92 (IH, 

d, 7=8. 3Hz), 7.28 (IH, d, /=8. 3Hz) , 7.32 (IH, s), 10.25 (IH, s) 

1 6 

25 3' -j:h:3^->-4' - b Kp^->>^ 3i.:^^/UT/i^=^ — 

3' -3^h:^v'-4* -t: Kd ^v^:7 j: - /ug^g^ ( 1 . 0 g ) CQ-r- h ^ t 
:7^> (2 5ml) m\^\Z'^mL^Wr . :^'^>v^;^^>'V^/U:7^ K^i*: ( 1 . 3 

ml) ^iBTL. I em^mmmmT\zm.w\^tL. s^it^i^.'^m^:^^ y-^^^ (20 
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W*L^ 3' -3ih:^v-4' - t Kni:J^:7 3^^^>'WT>'W=3— (7 90mg) 

5 »H-NMR (CDCI3) 6ppm: 

1.39 (IH, t. /=6. 2Hz), 1.44 (3H, t, 7=7, OHz), 2.79 (2H, t, >6. 2Hz), 3.82 

(2H, q, 7=6. 2Hz), 4.11 (2H, q, .>^7. OHz) . 5.67 (IH. s) , 6.65-6.75 (2H, m), 
6. 86 (IH. d. 7=8. 5Hz) 

10 #%0iJl 7 

4' - tKn^rv'-3' - (hy^^yi^p^-npt^/U) :7 :ji ;^ ^ yU- T /U =1 — ( 1 
7 3mg) cO.V, iV- v^7« ^Ji-7t^/UM.T ^ K (2ml) U ( 1 

7 6mg) iaiiV^V^m^mm^'^/^ (112^1) ^*DX.. 5 O^CT' 1 BfPflit}* 

^v-'i? A-C^iSl^itfc. jJSSTJ-^^SrS^L. 2- .:4- {2 - \i V u ^iy:xL 
^/U) - 2- ( h H :7/W7j-a p« ^/U) y=n.y:iriyj il^ffi^ac^/u (2 6 8mg) ^ 

^H-NMR (CDCI3) 6ppni: 

1.29 (3H, t, 7=7, IHz), 1.40 (IH, t, 7=5. 6Hz), 2.85 (2H, t, 7=6. 5Hz), 3.81-3.90 
(2H, m), 4.26 (2H, q, 7=7. IHz), 4.70 (2H, s), 6.83 (IH. d, 7=8. 4Hz), 7.34 
(IH, dd, 7=8.4, 2.1Hz), 7.46 (IH, d, .^^2. IHz) 

25 #%f?J 1 8 

2- [4- (2 ~ fc Kp=^->J^^/I^) - 2 h n 7 i^S^Ji^yU 
*H-NVIR (CDCI3) 6ppm: 



15 



20 




wo 00/02846 PCT/JP99/0361 1 

32 

1.29 {3H. t. /=7. IHz). 1.58 (IH. br). 2.86 (2H. t, ./=6.4Hz). 3.87 (2H. t. 
>6.4Hz), 4.26 {2H, q. >7. IHz), 4.75 (2H, s), 6.94 (IH, d. J-8.mz). 7.40 
(IH, dd, J^8.6, 2. 2Hz), 7.76 (IH, d, >2. 2Hz) 

2- '4- (2 -11 KP=^->^'y-/W) - 2-y S tife3:5^yU 
5 *H-NMR (CDClj) 6ppm: 

1.29 (3H. t. y=7. IHz). 1.40-1. .50 (IH, m), 2.81 (2H, t. J=6. oHz) . 3.80-3.90 
(5H, IB), 4.26 (2H, q, .^7. IHz), 4.66 (2H, s). 6.70-6.85 (3H, m) 
2- :4- (.2 -\l - 3 -pt h^->7 jiy StW^^'^^^ 

'H-NMR (CDCI3) 6ppm: 
10 1.31 (3H. t. .^7. IHz), 1.57 (IH, t. .7=5. 9Hz) , 2.83 (2H. t. ^6.4Hz), 3.75-3.85 
(5H. m), 4.28 (2H, q. .^7. IHz), 4.59 (2H, s). 6.37 (IH, dd. J=8.2, 2. 5Hz). 
6.55 (IH. d, .7=2. 5Hz), 7.50 (IH, d, >8. 2Hz) 

'H-N'MR (CDCl,) 6ppm: 
15 1.29 (3H. t. .7=7. IHz). 1.38 (IH. t. .7=6. 3Hz), 1.45 (3H. t. .7=7. OHz). 2.80 
(2H, t. >6. 3Hz). 3.83 (2H. q. ^6.3Hz). 4.10 (2H, q. .7=7. OHz), 4.25 (2H, 
q, 7=7. IHz). 4.65 (2H, s). 6.72 (IH, dd, .^8.1, 2.0Hz). 6.78 (IH, d. .7=2. OHz), 
6. 83 (IH, d, 7=8. IHz) 

20 ##f5ij 1 9 

2- :2-v-T/-4- ( 2 - t: Kn d^->j:^/i-) -yz^^^-y. g^^oi^/w 

3' -7'u^-4' - t Kn yUglf®? ( 1 . 2 6 g) cO^i^ y — /U (1 

0ml) (5 0m 1) Sr*D;ts 2B#ra»D^Ril?)£L7t= St<^'#. RtS 

5rS*L, 3' -•7'a^-4' - t Kn — /ug^^Ji^/U (1 . 2 6g) 

'#P>nfc3' -7'n^-4' - t Ka :^r->7 (1. 2 

6 g) <O.V, A--i^;'t ^/W*;yU^T 5 K (15ml) (Cj^ffif ;<7 y t? J^- (8 5 

0 m g) ioi;U^^> v^/UT'o 5 K ( 6 8 2 y 1 ) *r*Dx. 6 0 =C-? 3 B#PflJti$ L 
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iy/i^Tt-^i^- 3' -'fn^'7=j:.=^/}^m^^'f-^^ (1. 7 2g) *r#fco TK^fky 
^•5^AT/U5^'? A (2 0 1 mg) (Dt^ h7 fc Kn:7^><}gfR (1 0ml) SCItK 
5 ?&ai*T. 4' --<>v?/l^5^=^->- 3 ' 311:1 /V'»K^^>'l- (1. 7 2 

g) 007^ h^fc Kcr:7^> (10ml) ?§?fiE^ADx.. 3 0$>ra}««^Lfc= Sf&3iS 

10 fb:;^^!^^) -r*.^»L. 4' -^V":;^/^?^:^-^- 3 ' ~-:7^n-:e7a:^^/uT/u=3 

— (8 3 7mg) 

t#?>ixfz4' --^>e^/U3h=a{^->- 3 ' -:/ni^:7 j^^.^/UTv'U^i— (7 8 2 
mg) cotgft:7«^i-> (8ml) tK/^MH^T. .V, A—i^-f y:r^n fc'/uo^ 

^j\^T X > (6 6 5 m 1 ) D n p( ^/U;^ ^/U:3i — T^yw ( 2 3 2 /i 1 ) ^ 

-p^ h^^v-;^ b :a{^>>ai^/U) :7aLn/U = iii — -T^/U (8 0 4mg) ^%fz,. ^>i> 
/U=2—zfu^—4— (2~y- hapv-^^/U) :7 = — -T^yU (8 

0 4mg) (DN, .V- >^;^ f^/^Tj^yU^T ^ K (5ml) v-TXtS^d) 
20 (4 5 8mg) 4:^0;^. 1 2 0 ^"C 2 0 Pp^Jt^^ L Sf&i^^^^*4^{-a^\ 

v^/Uz^d-^v-- 5 - (2-;^ h=^v'P« h:^v^ai^yU) --C^-y*- hy/U(711mg) 

»H-NMR (CDCI3) 6ppm: 
26 2.83 (2H, t, >6. 5Hz), 3.26 (3H, s) , 3.71 (2H, t, /=6. 5Hz), 4.59 (2H, s)» 
5.20 (2H, s), 6.92 (IH, d, ^8. 7Hz), 7.30-7.48 (7H, m) 

2 -^>'>^7U:^=^>-- 5 - (2-7« h ^v-zn^/U) ^> y'ri h y /U ( 7 

1 1 mg) (Oi^ffi&3i^/U (10ml) mWi^l 1 0%^N^ v^^^.^.^* ( 1 0 Omg) 
^mx.. miS,. 7K*#iamT{c3 0 5>PBl}tl*Lfc. feUiSE^^it*. J^IETJciS^ffiE 
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^@^L. 2 - t Kn^v^- 5 - (2 h^^v-p^ h^'>^^>'^) h V 

fV (4 9 6mg) ^#fCo 
»H-NMR (CDCI3) 6ppm: 

2.83 (2H, t. /=6. 5Hz). 3.29 (3H. s). 3.72 (2H. t, >6.5Hz), 4.61 (2H, s), 
5 6.89 (IH, d, /=8. SHz), 7.34 (IH. dd. >8. 5, 2.1Hz), 7.37 (IH. d, >2. IHz) 
2-l::Kn^v^-5- (2-7<h=¥v-7«h ^v-^^/U) ^ h y (4 9 

6mg) (ON, A'-v?;?«^/U3j^yUAT ^ K { 5 m 1 ) mWx^^^^ ^) (4 3 

5mg) *3 j:a?:/o^i^g|ni^/u (2 9 2 m D *:»Dx.. MTir 2 ^P«1«1*^ L 

10 /ETlwj^jfflE^rS^L. 2- [2-i^ry-4- ( 2 - ^ h h 

i^g^oi^yu (6 1 9mg) S:#fco t^oixfc2- r2-';yry-4 

- (2-;?< h=3£^i^p< h^^v-in^/U) 7 :t y ^^-i^j g^ffi|ai^/U (5 2 2mg) COcn 
(5ml) MiCiaftiS^ (2 0 m 1 ) **DX. 7 0 ^C? 2 BfPBlJtJ* L fee 

15 JC^«E^®56L> 2" C2-:>'ry-4 - (2-fc Kd:^>'^-^/U) :7^y^'>'] 
g^^oi^yu (4 4 9mg) ^'#fCo 
*H-NMR (CDCI3) 6ppm: 

1.30 (3H, t, /=7. IHz), 1.60 (IH. br), 2.82 (2H, t, .^6.4Hz), 3.84 (2H. t, 
7=6. 4Hz), 4.27 (2H, q, ./=7. IHz), 4.74 (2H, s), 6.79 (IH, d, /=8.6Hz). 7.38 
20 (IH, dd, 7=8.6, 2.1Hz). 7.47 (IH, d, /=2. IH2) 

2 0 

2- :5-^aa-4 — ( 2 - b: K P ^ ->ai ^yu) ~2— yh=^v^>^J>y^i^J 
^^^^^^ 

25 5-:5^cta-2-y Y ^ -^7 y (488mg) cOT*fe b > (15ml) 

^§?g{^j^®&-iri>">i>. ( 1 . 2 0 g) *5<fcc>-:/n-eS^fii:ii^/U (3 7 5 m 1 ) ^AD 

ai^/u=6/l) ^3^iJL. 2- (5-^nc~2-y V^^y^ ^ J ^^y) 
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(5 7 2mg) ^ntz, 
^H-NMR (CDCI3) 6ppm: 

1.30 (3H, t, 7=7. IH2), 3.87 (3H, s), 4.28 (2H, q, /=7. IHz), 4.67 (2H, s), 
6.81 (IH, d, 7=2. 4Hz), 6.82 (IH, d, 7=8. 7H2), 6.95 (IH.. dd. ^8.7, 2. 4Hz) 

5 2-(5-^nn-2-p« h ^ =il y ^ -y) ( 6 0 6 m g ) <0 h 

Vy/i^^^mm (12ml) MJcMfimf^T. ^^^p^^l-y'T' ^> (3 
8 2mg) $rAD;t. 6 O ^C"? 9 ^Felitl* UfCo SiJ^^S^^ ^^^BETld^gSS L . « 

1) -?'ttSiL. 2- (5-^na-'4-;t^y^^/W- 2-;/ h =^ :7 :x / ^^f. ^» 
^ai^/W (3 5 4mg) ^#fCo 
^H-XMR (CDCIJ 6ppm: 

1.31 (3H. t, ./=7. IHz), 3.93 (3H, s), 4.30 (2H, q. 7=7. IHz), 4.76 (2H. s), 
15 6.79 (IH, s), 7.43 (IH, s), 10.32 (IH, s) 

7Kig^t:':^ h y A (3 5mg) (7>-i/p< ^/U;^yU7j^=^rv' K (6ml) f^fjSicia^^ 

fb h !i 7« ^/u;=^/W7j^^y^«> A (3 3 5mg) ^Anx.. T/u=f'>#a^T 

ic. 3 0 6^mmwLTzo siJtm^^\z,^m.mi^T. 2- (5~^Du-4-7^-^/^ 

^ /U - 2 - ;^ h^->y :^ / ^i^) S^m^"^/^ (346mg) (D^^?^ ^/l^:^/^:^^ 

20 (5ml) m^&^mTL. 5 o 5^Pa^Mi* L s^s^s-^^tcTk^ jflx.. mm 

--=¥ih>/i^^^^/U= 6/ 1 ) -CitSiL. 2- (5-^na-~2-7< h=^v^- 
4 -:r^v^^^>'W:7:r.y iy) fflFSfeoi^yU (13 5mg) 4:1#fco 
25 *H-XMR (CDCI3) 6ppm: 

1.30 (3H, 7=7. IHz), 2.64 (IH, dd, 7=5.6, 2.6Hz), 3.17 (IH. dd, 7=5.6, 
4. IHz), 3.86 (3H, s). 4.10-4.20 (IH, m), 4.27 (2H, q, 7=7. IHz), 4.66 (2H, 
s). 6.75 (IH, s). 6.82 (IH, s) 

2- (5-^nu-2-p« h^iX- 4 -5t-=^v'7— /l-73i7 ^rv-) ftg&cn^/U 
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(1 2 9 m g ) (r>mm=^=^'^ ( 2 . 5ml) ^jSt- 1 0 '> J^m^ ( 1 3 

mg) ^mx. *§^»iaftT{w3i^pfls«2t;rc„ /staE^^^L, ^m^w. 

: ^=^-y->/iffifS^^^l'= 1/1 ) -emSSL. 2- C5-i'nD-4 - (2 
5 - t KDdf->3i=5^/U) - 2 ftffifaii^yW (8 6mg) 

'H-NMR (CDClj) 6ppm: 

1.30 (3H. t. y=7. IHz), 1.35-1.45 (IH. m), 2.94 (2H, t, ^6.6Hz), 3.80-3.95 
(5H. m), 4.27 (2H, q, J^7. IHz), 4.65 (2H, s), 6.80 (IH. s). 6.84 (IH, s) 

10 

##^J 2 1 

2— :5-^na — 2— 3:-hdi^->— 4 - (2-t: Ka:3rv-j^/U') 7-31/^ ■>] 

2- [2 -31 h=5r->- 4 - (2 - b Kadr'>3i^/U) :7 3^ / ^^-i^] glFSfai^/U 
15 (1. 1 5 g) cOJefkp«^U> (4. 3 m 1 ) Ml-^fi«i^T. tert-:f 
-^/Ws^tK^ n^-r h (4 7 8 m1)^*PX> 1 5 ^J-ffliti^ t fc, SJ&S^ifeJ:: 
MiiiK-t- h y ^ (5 4 2mg) cOtK (5ml) j§jgSrAP;t. ^iBTi-lO^^ffl 

!«IETi:i?^«£^e^L. 2- C 5 - ^ a n - 2 -31 h =^ 
20 ->-4- ( 2 - t Kndr->-3i^/U) g^gj^^yU (1. 2 8g) 

»H-N'MR (CDCI3) 6ppm: 

1.30 (3H, t. >7. IHz), 1.44 (3H, t, /=?. GHz). 2.92 (2H, t, .^6. 6Hz), 3.84 

(2H, t, .^6. 6Hz), 4.08 (2H. q, /=7. OHz), 4. 27 (2H, q, .7^7. IHz), 4.65 (2H. 
25 s). 6.80 (IH, s), 6.87 (IH, s) 

^nm2 2 

2- :4- (2 -T'P^ai^^/W) -2- ( h U 7 /U:j-a ;^ ^/W) ■7:3Ly^->'i §^ 
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2- :4- ( 2 - t Kna^i/3i=5^yu) -2- ( h y :7/U:^-n ^^/U) V =sl J ^ 
ttffi&^^>'^' (2 2 4mg) (OtgftT^^U-:^ (2m 1 ) ^Sit;:: h y ^7 

(260mg) fciO^ES^fki^* ( 3 9 6 m g ) Sr»D;t. ^STI-SO 

>/^df.ih>= 1 / 1 ) -C»SiL. 2- C4- ( 2 -:/n^3i^/U) -2- (h 
y ^yu) g^^^^yu (l 7 Smg) «:t#fco 

>H-NMR (CDCI3) 6 p p m : 
10 1.28 (3H, t, /=7. 2Hz), 3.14 (2H, t, /=7. 4Hz), 3.54 (2H, t, /=7. 4Hz), 4.26 
(2H, q, >7.2Hz), 4.71 (2H. s) , 6.84 (IH, d, ^8. 5Hz), 7.32 (IH, dd, /=8. 5, 
2. IHz), 7. 44 (IH, d. 7=2. IHz) 



15 St)^^i-'5 t K^dE-v^:IL^yu^2i[^$:fflV^-C#^(i^J2 2 i: P3«c7D:&?iir J: . ti. 

2- :4- ( 2 --:?^a^-J^^/U) — 2-:?^aa>^jiy^v-: ^^^^"^^ 
*H-NMR (CDCI3) 6ppm: 

1.29 (3H, t, ^7. IHz), 3.08 (2H, t, 7=7. 5Hz), 3.54 (2H, t, 7=7. 5Hz), 4.27 
20 (2H, q, 7=7. IHz), 4.69 (2H, s) , 6.80 (IH, d, 7=8. 4Hz) , 7.04 (IH, dd, 7=8.4, 
2. 2Hz), 7.25 (IH, d, 7=2. 2Hz) 

2- :4- (2 -::/n^:3i^/U) _ 2 - h p 7 m / ^ J g^ffi^J^^/t- 
»H-NMR (CDCI3) 6ppm: 

1.29 (3H, t, 7=7. IHz), 3.17 (2H, t, 7=7. IHz), 3.56 (2H, t, 7=7. IHz) , 4.27 
25 (2H, q, 7=7. IHz), 4.77 (2H, s) , 6.95 (IH, d, 7=8. 6Hz) , 7.38 (IH, dd, 7=8-6, 
2. 3Hz), 7.75 (IH, d, 7=2. 3Hz) 

2- :4- (2 - v^D^oi^/l^) -2-v-Ty :7 3i7dev^: K^3::.^/U 
'H-NMR (CDCI3) 6ppm: 

1.29 (3H, t, 7=7. IHz). 3.12 (2H, t. 7=7. IHz), 3.53 (2H, t, 7=7. IHz). 4.27 



#%I^J2 3 
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(2H, q. /=7. IHz), 4.75 (2H, s) , 6.81 (IH, d, /=8. 7Hz), 7.36 (IH, dd, j^8. 7. 
2. 3H2), 7,45 (IH, d, /=2, 3Hz) 

2- :4- (2 ~ 5 — 2 —jpg h ^'>:7 31 y :» ->1 

5 'H-NMR (CDCI3) 6ppm: 

1.30 (3H, t, >7. IHz), 3.21 (2H. t, /=7. 6Hz), 3.56 (2H, t, J^7. 6Hz), 3.88 
(3H, s), 4.27 (2H, q, .^7. IHz). 4.65 (2H, s). 6.78 (IH. s) . 6.83 (IH, s) 
2- :4- (2-^n^3i^/W) - 3 -7^ h^->-7 3^y ^->J i^B^J^^^W 
'H-XMR (CDCI3) 6ppm: 
10 1.30 (3H, t, /=7. IHz). 3.09 (2H. t, 7=7. 7Hz). 3.52 (2H, t. >7. 7Hz). 3.80 
(3H, s). 4.28 (2H. q, >7, IHz), 4.60 (2H, s) . 6.36 (IH, dd. 7=8.3, 2. 4H2) , 
6.53 (IH, d, 7=2. 4Hz), 7.03 (IH. d, 7=8. 3Hz) 

2— :4— ( 2 — 5 — ^ g P — 2 h :^->7 31 7 B^Sfe 

15 ^H-NMR (CDCI3) dppm: 

1.30 (3H, T, 7=7. IHz), 1.44 (3H, t, 7=7. OHz). 3.19 (2H, t, 7=7. 5Hz), 3,55 
(2H, T. ^7.5Hz). 4.09 (2H. q, .7^7. OHz). 4.27 (2H, q, 7=7. IHz), 4.65 (2H, 
s). 6.78 (IH, s). 6.86 (IH, s) 

20 2 4 

2- :4- (2 --fu^zn^^ju) - 2- ^x3U-b~?^ h=3r->>^3i7^r->: W^Wk 

2- 14- (2 -:/nz-=tai^/U) - 3 - p< h =^ v^:7 31 7 =^ v-j g^^^^J^-^'U (6 
4 0mg) cD^ft:/^t-> (4ml) ^?g(C^r^}tl*T^ t e r t - 
25 ^i5^n^>rh (25 1^1) ^AD;t. 3 0 ^^PnHtl^ L fco SlS^S^^I^lffiKt^-:^ 
hy'^^ (5 0 4mg) cOtK (2ml) iglK^AD;t. ^J^Ti^:: 3 0 ^^PflJti^ L > 

yy^- (}$m^«:-^=^i^>/Sm^^/l-=7/l) -^^S^L. 2- 14- (2 
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-:fu=^3L=}-/V') -2-ifX3u-B-^ hJ^r-^^a^y =3rv'3 i^ffifai^/V (6 8 5 
mg) ^ntLo 

'H-NMR (CDClj) 6ppm: 

1.30 (3H, t, ^7. IHz), 3.07 (2H, t, >7.6Hz). 3.51 (2H. t, >7. 6Hz). 3.79 
5 (3H, s), 4.28 (2H, q, ^7. IHz), 4.69 (2H, s), 6.47 (IH, s), 7.15 (IH, s) 

##C»J2 5 

2- :4- ( 2 -y o^Ji'^/u) - 2 -i7yu^<^>< /U7 J. y ftifej-^-zW 
5 -7)^/W5/HMJ ^/Uffif (2. 5g) n:^9J—i^ (2 5m I) ^^StrttStfi 

0ml) {C^d^L, Kil:* y -^A (2. 2 9 g) i: -:^/U-;^n « K (2. Om 
I) *-AO;t, 6 Ot:-Cl ^FaUtl^Lfco S/^r>S^ife!c:7k^AD;t. -^^i^/uji— 

m^'mwk: ^^^^^ A/ \) ^wsiL, 2 — 

/W::i-:¥v^- 5-^/U$-'l'^.g.#ffif;^^/l' (3. 7 8g) 

hU^ai — "^Ayn^K (4. Ig) COt^ h^t Kn:?^^ 
20 (4 Om 1 ) ^iS^StC. ^Jajt«iT, 1. 5 6^/US*n -:/^/uy ^-J-A-^^ 

(7. 2ml) ^n\7L-z x^f^w^x^f^. w,^^m.^m^i:-i 

2 -•-i>S?/W;^-df 5 -/-J^/U? /u^&Sg!;/ ^/u (2. 8 2g) (Ot^ h 7 
tKn77> (40ml) igfK4rAD;t. {r^ja* T-^ia L 1 5 B#r.BJt 

/I) -?mS8U, 2 --<>-:^/u:!i-=^f->- 5 - fcr=i/uMSffiE/^>'^ (2. esg) 

'#?>^^fc2 5 - f =./U^,&#^^ f^/u (l. 5 2g) cOv^ 
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h7tKn:77> (15ml) ^^e!r-2 0 'C^i^T. g-df^fi^^'a [3. 
3. i: J-)r> (726mg) n'r h7tKD:77:^(15ml) ^?S^®TL, 

y (8. 5ml) > 3 0%iil6'fl::7k^7K (6. 8ml) Sr»D;t^ ^® 

3if^/U=3/2) -vfMKL. 2 -'<>-i^/U':i-=Sr'>- 5 - ( 2 - t K ti ->'3i'9^yW) 

^SSK^t ( 1 . 3 0 g ) Sr#feo 
10 'H-NMR (CDC Is) dppm: 

2.83 (2H, t, ^6. 5Hz). 3.85 (2H, t, ^6. 5Hz). 3.91 (3H, s), 5.17 (2H, s), 

6.96 (IH, d, y=8. 5Hz). 7.25-7.55 (6H, m) . 7.69 (IH. d, ^2. 4Hz) 

•2.--r<>''^/V:^^'y-?,- (2 - t KndE-->'3i5^/U) ^SSK;^ (1. 4 

3g) <r>m\L/-^\^> (2 0ml) ^fSlZ7Rf^M#T, -V. .V-i^-r VT'n tVU 
15 3^=^jVT 5> (1. 0ml) >i'aa^ ^yV- j« ^/Uai— 7=^yU (4 6 0 1 ) ^iD 

;t, iSfk^^U'V-CtttaL. ^fP:ftJ!fi7klct:ifc}*^. *l7kfiiEfig-7^^->^' 

(jgm^jHE : --•=^i^>/RK^^^i'=4/3) -C»i!L. 2 --^v- 
20 ''J/\>'iir^i^-o- (2-pt h^^f-^p* h i/j:'3=-/U) gc.S.S'ffi!;>« ^/l^ (1. 1 9g) 

2 — <:^-:^/U:?|-=5r->- 5 - (2-^* h =^ i'^^-'W) ^-'W ( 1 . 

3 4 g) y-zl' (1 5 ml) ^JKJc: 2 jft^TKBIfb-:^ h y '^J^-^^Wl (4 . O 

ml) *r*D^, MjS}jgTt3 4 0$>PflJt#Lfco 5t&zB^«!»iSr 0 t:fc?&iP L 
25 2^^J^«i (5. 0ml) $r*Px, iSffc:^ 5^ u :^T?ttm L. Mfn:ftffi7k;r-r 

7^/W= 1 / 1 -C^Sfb^-fr, 2 -'O v?/l':?r-dr->- 5 - (2 
h^->p« (1. 2 3g) ^1»fCo 

2 JV-^^/U^t-^ar-^- 5 - (2 h=^r->'^ h=3f->3i'?-/W) (9 00 
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-/Uv?-f 5 (5 0 7mg) ^/IBXL iNpraiSi^L^to SJSfi^ia^C 2 8 % 

T>^-T* (3ml) <^ADx. ^a-C 30 55^Bg««iLfc^. tKStAD^. ttS|:3i 

2 --<>'i^/U:*-^>'- 5- (2-p<h:^v^^ ^>XT 5: K (70 

Omg) ^ttfCo 

2 v^yu:*-:^:^- 5 - ( 2 - h=^i^;>« b i^jin^yu) ^>XT^ K (7 
.2 1 m g ) (T:)^^ ^ y — /U (10ml) ^?g[;i^tg|^ (O . 7 m l ) ^Adx.> AoIR^ 

(2 - t: Kn:^f v-^^/w) ^>:XT ^ K (5 1 9mg) Sr#fCo 
^H-XMR {CDCI3) 6ppm: 
15 1.45 (IH, t, /=5. 8Hz), 2.87 (2H, t, /=6. 5Hz), 3.80-3.95 (2H, m) , 5.18 (2H, 
s), 5.71 (IH, br), 7.02 (IH, d, j^8. 4Hz), 7.30-7.50 (6H, m), 7.77 (IH, br), 
8. 11 (IH. d, J=2. 4Hz) 

2 — <> v^/U^d-^rv-- 5 - (2-t: V u zxi ^ ^u) XT x K (5 1 9 m 

g) cOJfift:;^^U> (6ml) h y ^^/l-T ^ > (2 9 0// 1). .V, .V 

20 -v^y^/i^T^ y v^V (2 4mg). h /Uiii > P?. /U;}^ rz/U- n U K ( 4 

OOmg) ^m^kiB:^. ^i&T(ci 7 B#Pp1}M:i* L fc^ S/iS?!:^^ SrMffiT 

^/Ujn — ^yu/jfcgfty = 1 / 1 ) -^?)^Si L. 2 5 - [ 2 

- (p- h/l^=^>:^/)^7i^=^;i^:t^%y) ^^/U] ^VXT5 K (6 2 7 mg) ^ntio 
25 2 -^>'>^>'W:^:^v'- 5 - [2- ( p - h /Uoi > /i^.i^ r::./U7|-=ar '>) ^^if^/w] 

^>Xr ^K(627mg) ?r;'<t^y — yU (5ml) >v^h^tKn>^^> (5 
m I ) ir^^^L. 1 0 %^N^>^r>^i^^ (5 Oo/o-g-Tic. 1 6 9mg) ^AD^. ^ 
ia. ^^#IS^TIci B^^MJ^LfCo tts«SES:^*^^> ?)^/ET(c:?§«ES:e* L . 2 

— t:Ka^fi>'-5— 12- ( p - h /Woi > :=./U:^:^^ iy) ^V-XT 
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5 K (4 6 5m g) ^%1t.. 

Xr5K (4 6 5mg) (ON, :^ '^^^^^^^'^ ^ (5ml) ^m^^M. 

mWT. m^:^ y -^-i. (1 9 3mg) t7'n*M3i^/U (16 0m 1 ) ^An;t, 

l^@^!r-::^3i=f-/U3i— ■7'/i'Sr*Dx.^^4*iSr^StL, 2-14- 
(2 -:/a-=eai^/u) - 2 -j!7/w<^^yU7 3iy (2 5 Omg) 

10 'H-NMR (CDClj) 6ppm: 

1.34 (3H, I. .>^7. IHz). 3.16 (2H. t, /=7.3Hz), 3.57 (2H, t. .^7.3Hz), 4.33 

(2H, q. ./=7. IHz). 4.73 (2H. s). 5.81 (IH, br) , 6.82 (IH. d. .^8.4Hz). 7.33 
(IH, eld, /=8.4, 2.4Hz), 8.11 (IH, d. .^2.4Hz). 8.40 (IH, br) 

15 0nm2 6 

2- : 2 - '2^ :^ 'j^T y - 4 - {2 -l:: Vu^'^3L=^;U) 7a./^->: -.V, 

4 _ t Kn=^->:7ai^^5^>'l'T/U = — (4. 2 8 g) (Oftffif (4 0ml) 
•,^mm (2. 6ml) *r»Dx. ^iaT5-4 0$)-MM«iLfcc SJS:S^#i*«ffiT 

— - h a y 3l:^-'^/\^T ^i^='-' (5. 3 8g) *-#fCo 

4' - tKn:^->-3' - - K n^i^^^/UT/wa — (6 . 0 0 g) (OTir 
h>(72. 6m 1) T$?SJ-i^S?;*y 'i'^ (7. 5' 2 g ) *3 i 2 - ^ n A% 
25 ,V--:?p<^/V'r-tr hT 5 K (4. 2 5 m l ) ^*D;t, ^STl- 2 O ^ffiffltl* Lfee 

ftBf^n^yUj; ^)ii^^ft:^-tir. 2- 14- ( 2 - t K n ^ v'Ji^^/U) -2 
K a 731/ :^v--j -.V. .V- v^^ ^/WT-fe 5^ K (1. 7 7g) -irtfi^c 
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»H-NMR (CDCI3) 6ppm: 

1.60-1.75 (IH, m), 2.85 (2H, t, >6. 4Hz) . 2.97 (3H, s), 3.13 (3H, s), 
3.80-3.90 (2H, m) , 4.83 <2H. s), 7.12 (IH, d, J^8. 6Hz). 7.39 (IH, dd. f=8.6, 
2. 2Hz), 7.74 (IH, d, /=2. 2H2) 
5 2- C4— ( 2 - t Kci - 2 -r:^ b D :7 3i y ^v'j -.V, A''- 

T^^/urir hT^Kd. 66g) COoc^y— (8. 3ml) j^^l^lC 3 7%7j^ 
/UJ^T/Uy^t K7k?§?g (1. 66ml)S3j:t>*l 0 ^ -^iK* (16 6m 
g ) ^JD^. 7K*#iaM ( 5 k g f / c m^) Tic 2 0 B^Fb^SI^ Lfc. 

10 h>/^>^^- (^ffi^^ : ±Sft:;^^l->/p« 1 5/ 1) -C'ffi^L. 2 

- C2-v^^^/UT^ y -4 - ( 2 - t Ko =3rv^:i^^>'U') >^ a: / -.V, N 

--xp^^/UT-ir hr ^ K ( 1 . 9 8 g) 
^H-XMR (CDCI3) 6ppm: 

2.75-2.85 (8H, m) , 2.99. (3H, s), 3.10 (3H, s) . 3.75-3.90 (2H. in), 4.75 (2H, 
15 s), 6. 70-6. 85 (3H, m) 

##1?J2 7 

2- :2-^h^'>-4- :2— ( g - ^/U^>;;<;yU;j^n/U7^:^v-) J-^yUj :7 

20 2-C4'-(2-t Ka arv^oL^^/u) -2-.7« h^Vy'ci^y^v/j i^g^oi^yu 

(1. 5 3g) <7)tgft:p<^U> (3 0ml) h H ^i^yUT ^ > (1. 2 6 

ml) -iS^iy^p - h/U^i^V^^/U/i^r^/U:^ n y K ( 1 . 2 6 g) ^AD;t> ^r^Tt- 

2 4B#HJt#Lf:i. s:iSr>ra^4^Sr i««4£^fciD^t&fii:ftt£7K;c'C?5ferf-^^> 

25 /E^gft:;^^ n-^ h ^^^-r- (j^fflig^ : --:3ri^>/S^fe^^/U= 3 / 2 ) 
•tfrnSUL. 2- :2-;^h^v--4- C2- ( ^ - h /U^i > >^ /U;Js v-) 
oi^/u: :7jiy^iy: ilFffi^jn^/w (2. 04g) Srt^fco 
»H-NMR (CDCI3) 6ppm: 

1.29 (3H, t, ./=7. IH2). 2.43 (3H. s) , 2.89 (2H. t, ./=6.9Hz), 3.80 (3H. s). 
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4.19 (2H, t, /=6. 9H2). 4.25 (2H. q, ^7. IHz), 4.64 (2H, s). 6.55-6.65 (2H, 
m), 6.70-6.75 (IH, m), 7.25-7.35 (2H, m). 7.65-7.70 (2H, m) 

#%i5ll2 8 

5 2-C4-(2-t: Kni:^->rn^/W) -2-> h ^ ':7 zjl y ^ a^g^ai^yU 

(DiXi:>^ .V->^7« ^/W-- 2 - C 2 - v^;^ ^/t-T 5 y - 4 - (2-tKn^r 

A'. X--:y;^^JU- 2 - C 2 - v^^ ^/UT $ / - 4 - [2- ( p - h /Uoi > 
10 ^n/u:^:^-» :7j^y:^->j TirhT^K 

>H-NMR (CDCI3) 6ppm: 

2.44 (3H, s), 2.78 (6H, s), 2.88 (2H, t. >7. 2Hz). 2.99 (3H, s). 3.09 (3H, 
s), 4.17 (2H, t, /=7.2Hz), 4.73 (2H, s) , 6.60-6.80 (3H, m) , 7.25-7.35 (2H. 
m), 7.65-7.75 (2H, in) 

15 

0mm2 9 

2- :4— —2- ( 7^ ^ /UT ^ / ;^ /U) :7 z!l y ^ 

2 -^>i^/l'^=3rv'- 5 - t'^/U?cA#®&7^ ^/i^ (1. 9 5g) (Op^t^^y— 
20 ( 1 Cm I ) }§?i5{;iS}fi}t«^T> 2^^7t<ffi^{t^ h y ^^7K?$fS (7. 6ml) 

(2/1) T'^B^ikL. 2 --O- v^/U:^:^v^- 5 - t' — /U-^ASffi^ ( 1 . 4 9g) 
25 Srttf::. 

IH-NMR (DMSO-a'c) 6 p p m : 

5.19 (IH, d, 7=11. OHz), 5.22 (2H, s), 5.74 (IH, d, /=17. 7Hz), 6.70 (IH, dd, 
7=17.7, 11. GHz), 7.18 (IH, d, /=8. 7Hz) . 7.25-7.55 (5H, m) , 7.60 (IH, dd, 7=8.7, 
2. 3Hz), 7.72 (IH, d, 7=2. 3Hz), 12.7 (IH, br s) 



wo 00/02846 



PCT/JF99/0361I 



45 



5 



10 



15 



20 



2 -^>':^J\^-:i-^'>- o - tf—zl'^A^S^ (6 0 7mg) <0^>-^> (10m 
I) mmi^mit^:i-=-''^ (3 5 0/1 1 ) tnbm&<r>j\% .W-i^:^=^A'^^A^J^T% 

^'rYy\iYur7'7> (5 ml) ;z^*>L, *?&Jti*T{wiaSiJa<^ 5 0 

/i;aif=-/U3i— 7^/U/Jtgib^f^U'>'= 1/2/2) -CftML, 2 -'<>S^/l'>d-='f 
->-A-, ^/w-- 5 - tr::^/u^>'Xr 5 K (5 4 8mg) $rt#fc, 

'H-NMR (CDClj) 6ppm: 

2.86 (3H, s), 3.11 (3H, s), 5.12 (2H, s), 5.17 (IH. d. /=10. 7Hz), 5.62 (IH, 
d, 7=17. 8Hz). 6.63 (IH, dd, 7=17.8, 10. 7Hz) , 6.89 (IH. d. 7=8. GHz) , 7.25-7.45 
(7H. m) 

2 — -V, .V— v^p< ^/U- 5 — fc' — /W^^ XT 5 K (5 6 0m 
g) (7?7^h7tKn77> (5ml) igfSlC-2 O^C, T /U=*' V#ia^}tl^T5C 
9-:J?7trv':?'n [3. 3. 1] (255mg)c/5-7^h7tKn7v>(8 
ml) ?$?S$rjSTL. ^raT;wl4. 5 ^Fallt}* L TKi^MW^Ti:! 2 ^*7kK 
(t^ by A7Kig?g (3 . Om I ) joiO«3 0%ia®efb7Rm7j<: (2. 4ml) ^ 

^if>/v>^f^/UJi— 7^/W/J^ft;;^^L'>= l/2/2*3<fcI>*;^^ y — /w/v^in 
^/U^ — T^/U/^gft;^ ^ U-V = 1 / 1 0/ 1 0) -r-ftSSL> 2 /Wr^t-^^^v- 
-5 - (2-tKn:Sf v'Ji^yU) -A'. A'^- v^pt g^/U^> XT 5 K ( 3 0 0 m g ) 

'H-NMR (CDClj) 6ppm: 

2.70-2.90 (5H, ni) , 3.08 (3H, s). 3.65-3.85 (3H, m), 5.08 (2H, s), 6.80-6.95 
(IH. m). 7.05-7.45 (7H, m) 

2 v^v'U^^v'— 5 — ( 2 - t K n de- -^-oi^^/w) — .v, — 
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XT5 K OOOmg) cotSfk^^^u-^ (5ml) S?fitJ-^iB.Jti*T> Eg*fkj^ 
^ (3 6 6nig) fci h y 731— W > (2 8 9mg) ^*n^, 205^ 

rajSi^Lfco siss^ife Street ss«i»»^->y 7 y-^^;^^ 

5 2 1> v?/l':*-^'>- 5 - (2 -rfu^s^^/l-) -.V, .V- v?^ ^yU^>Xr 5 

K ( 1 2 4 m g ) ^'f#fco 
'H-NMR (CDClj) 6 p p m : 

2.86 {3H, s). 3.00-3.15 (2H. m). 3.11 (3H. s). 3.45-3.60 (2H, m), 5.11 (2H, 
s), 6.90 (IH, d, .^=8. 3Hz), 7.05-7.20 (2H, m), 7.25-7.40 (5H, m) 
10 2 — 5 — ( 2 — :7^n^3if^/U) —.V, A - Ji< -^7" 
5K (lOOmg) (D?i y— /U (3ml) itjKlCl 1 0%y<7'^^J^m^ (3 0 
mg) '1riD;t. ^iS. 7kl^#ia«Ti; 1 5 ^J-PpUti^Ufc. ttjSE*-5*L, ^jg<Sr 

m^iT'.:lmm^k. mm^^N, .v-x^p^^^/usj^/w.^.ts k (2m n 

m.^:^ y (4 2 m g ) *3i u^7'n^i^^3i=9^/w (3 4m 1 ) SrAD;ts MST 
15 ;ci 6B#ffljX«iL^= Sf&ra-^!|*^«r^^4';ra^*> v^ai^yu^-T^/u-S^glai 
^^i^m& (4/1) -C-tittlU, 7Ki3<t0^ia^:ttg7K;::-rife?^ft, »7K6SffiE-^ i^^- 

(i§tt5?^i^ : J^lty — •7'^^= 1 / 1 ) T'^^ 

2— [4— ( 2 - :7'a *3L^/u) —2— ( v= ;^ ^f-zUT i 7 /^/^^ — z'^) :7 
20 /=^->: i^gfoi^yu (7 2mg) €rmfco 
'H-NMR (CDClj) 6ppm: 

1.28 (3H, t, /=6. 3Hz), 2.92 (3H. s), 3.05-3.15 (5H, m), 3.45-3.60 (2H. m). 
4.24 (2H. q. 7=6. 3Hz) . 4.63 (2H. s), 6.71 (IH. d. >8.8Hz). 7.10-7.20 (2H. 
m) 

25 

umm 1 

2- :2-:?^n^-4- C2- CCdg. 2 .ff) - 2 - t: Kc 2 - (4- 
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— yt—JX^ (4 7 5mg). 2— [2— yn-=e — 4— ( 2 — n ^m^yu) -7 / 
^->: mm^^y^ (5 2 0mg) tei:t>*^u:^rL7v^-:/:^4 A^^^y- (1. 
4 2g) (;:>A\ .V-i^^^^UTj^/UAT ^ K (4. 7ml) JBjBffi^^ifiTSw 2 0 

^^y>(- a§mig«SE : jfifk^^i^>/^^^y-/u= 1 0/1) -cig»L. 2- 

L2-yn^-4- [2- CCdS. 2 i?) - 2 - fc K n :^ - 2 - (4-fcK 

/U (3 5 6 mg) $r»fco 
10 'H-NMR (DMSO-t/fi) 6 p p m : 

0.80 (3H, d, ./=6. 4Hz), 1. 15-L 30 (4H. m) , 2.40-2,80 (5H, m), 4.17 (2H, q, 
.>^7. IHz), 4.35-4.45 (IH, m) , 4.80-4.90 (3H, ui), 6.67 (2H, d, /=8. 5Hz) , 6.87 
(IH, d, >8. 5Hz), 7.00-7.15 (3H. lu), 7.41 (IH, d, y=2. IHz), 9.13 (IH, br) 
ttSS : L a : - 5. 6=* (c=0. 82, g^g^) 

15 

2- :2-^x:ix:i-A - Z2 - TCClS, 2 R) - 2-\lYu^-y-2 - (4- 
^H-XMR (CDCI3) 6ppm: 

0.98 (3H, d, 7=6. 4Hz), 1.33 (3H, t, 7=7. IHz), 2.60-2.85 (4H, m) , 2.90-3.05 
(IH, m), 4.31 {2H, q, >7, IHz), 4.47 (IH, d, >5.6Hz), 4.69 (2H, s), 6.64-6.75 
25 (3H, m). 6.91 (IH, dd, 7=8.4, 2.1Hz). 7.06 (2H. d. 7=8. 6Hz), 7.13 (IH, d, 
7=2. IHz) 

2- :2, 6 - v^^:^ g g - 4 - C2- :C(15. 2 7?) - 2 - l: K a =^ - 2 ~ 
(4 - b Ka >^ j^n/u) — 1 - ;^ ^yUoi^/Uj T ^ y J Ji^/Uj :7 / 
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'H-XMR (CDCI3) 6ppm: 

0.95 (3H, d, y=6. 4Hz), 2.60-3.05 (5H, m). 3.87 (3H. s) , 4.49 (IH, /=5. 3Hz), 
4.63 (2H. s). 6.77 (2H. d. 7=8. 6Hz), 7.05-7.15 (4H, m) 
2- ^2. 5-v^^nn-4- [2- [[(1>S> 2 R) - 2 - t: K p =^-> - 2 - 
5 (4 - t: Yx:i^i^-7 :xL=^/\^) - 1 - jt^ ^/W T ^ ^ 1 Ji^/l- l ^31/ 

>H-XMR (CDCI3) 6ppm: 

0.96 (3H, d, /=6. 4H2), 1.33 (3H, t, /=7. IHz), 2.70-3.05 (5H, m) . 4.32 (2H, 
q, 7=7. IH2), 4.53 (IH. d, 7=5. 2Hz), 4.68 (2H, s), 6.74 (2H, d, 7=8. 6Hz), 6.79 
10 (IH, s), 7.11 (2H, d, 7=8.6Hz), 7.17 (IH, s) 

2- :2 --r^/u^fn - 4 - :2- :r(l5. 2 i?) -2-bKa ^->-2- (4 

'H-NMR (DMSO-c/g) 6ppm: 
15 0.80 (3H, d, 7=6. 4H2), I. 15-1. 30 (4H, ni) , 2.40-2.80 (5H, in), 4.17 (2H, q, 
7=7. iHz), 4.35-4.45 (IH, m) , 4.80-4.90 (3H, 111), 6.66 (2H, d, 7=8. 5Hz), 
6.80-7.10 (5H, m), 9.16 (IH, br) 

ttlg^S : [a: 0-^=- 7. 2' (c=0. 5 0 , K®^) 
2- 14- :2 - ::(1.S, 2 R) - 2- bKa^v--2 - {A - \^ 
20 - 1 - ^/UJi^-'/U] T ^ y ] Ji^/V-J - 2 - ^ V^^^Z^ y ^->1 

^H-NMR (DMSO-de) 6 p p m : 

0.81 (3H, d, 7=6. 4Hz), 1.10-1.40 (4H, m) , 2.40-2.80 (5H, m), 3.75 (3H, s) , 
4.15 (2H, q, ,/^6. 9Hz), 4.30-4.50 (IH, m) , 4. 67 (2H, s), 4.70-4,90 (IH, m) , 
26 6.55-6.90 (5H, m), 7.06 (2H, d, 7=8. 4Hz) , 9.15 (IH, br) 
tfcig^feS : I a ] o''= - (c=0. 67, mm 

2- :2-J^h^v--4- :2- [1(15, 2 ;e) -2-bKa^v--2- (4 
-t: Kn:i=^v-:7 3in/u) ~i-y^/u^^/uj T^yj J^^/Wj :7jiy=^->:' §^ 
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'H-NMR (DMSO-^J 6 p p m : 

0.81 (3H. d, 7=6. 4H2), 1.20 (3H, t, /=7. OHz), 1.32 (3H. t, 7=7, OHz), 2.50-2.80 
(5H, m), 4.00 (2H, q, 7=7.0Hz). 4.15 (2H, q, ^7. OHz) , 4.39 (IH, br s), 4.69 
(2H. s), 4.87 (IH, brs), 6.61 (IH, d, /=8.0Hz), 6.68 (2H, d, .^^8.4H2), 6.72 
5 (IH, d, 7=8. OHz), 6.79 (IH, s) , 7.17 (2H. d. /=8. 4Hz), 9.18 (IH, br) 

2- :2 --^>v^>^U3^=^->- 4 - [2- CCCl 5. 2 R) -2-t:Kp^->-2 
- (4 - b Kp=^v--:7 jin/U) - 1 -^^ ^/UJi^/V^l T^y] ^^>^u] -7=^,^^ 

*H-NMR (CD3OD) 6ppm: 

10 1.15 (3H, d, 7=6. 3Hz). 1,31 (3H, t, ^7. IHz), 2.50-2.80 (4H, ui), 2.85-2.95 
(IH, m), 4.26 (2H, q, 7=7. IHz), 4.32 (IH, d, 7=6. 9Hz), 4,73 (2H, s), 5.12 
(2H, s), 6.57 (IH, dd, 7=8.2, 2.0Hz), 6.71 (2H, d, 7=8. 5Hz), 6.79 (IH, d, 
>8. 2Hz), 6.81 (IH, d, 7=2. OHz), 7.05 (2H, d, .>^8. 5Hz), 7.30-7.55 (5H, m) 
2 - :5-^nn-4- 12 - CC(15, 2 R) - 2-'t:Kn=^->-2 - (4- 

15 bKg^^ji^>^i^) - ^jUziL^/]^-] T ^ y : J^^/u: - 2- ;^ h^->'7 :^ 

*H-NMR (CDCI3) 6ppm: 

0.98 (3H, d, 7=6. 4Hz), 1.33 (3H. t, 7=7. IHz), 2.70-3.05 (5H, in), 3.81 (3H, 
s). 4.32 (2H, q, 7=7. IHz), 4.50 (IH. d, 7=5. 8Hz), 4.60-4.70 (2H, m), 6.62 
20 (IH, s), 6.72 (2H, d, ^8. 5Hz) , 6.75 (IH, s), 7.08 (2H, d, 7=8. 5Hz) 

itm^itm : :a3 o'^=- 10.5" (c = o.2i, mm 

2- :4- C2~ rC(15, 2 R) -2-bKP^iy-2- (4-t:Ka^'>:7 

^^/l^ iit^^ 1 0) 
25 'H-NMR (CDCI3) 6ppm: 

1.00 (3H, d, 7=6. 4Hz), 1.34 (3H, t, 7=7. IHz), 2.22 (3H, s) , 2.55-2.80 (4H, 
m), 2.90-3.05 (IH, m) , 4.32 (2H, q, 7=7. IHz), 4,45 (IH, d, 7=5. 9Hz). 4.64 
(2H, s), 6.52 (IH. d, .7^8. 9H2) , 6.67 {2H. d. 7=8, 5Hz), 6.80-6.90 (2H, m), 
7. 02 (2H, d. 7=8. 5Hz) 
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o- -2 -^-^^1^-4- -2- "(^ 2 j?) Ka ^->-2- {4- 

'H-N'MR (DMSO-rfs) 6ppm: 

0.81 (3H, d. 7=6. 4Hz). 1.13 (3H. t, ^7.5Hz). 1.21 (3H. t. J^7. IHz), 2.45-2.80 
(7H. m). 4.16 (2H. q. .^T.lHz). 4.40 (IH. d. ^4. 4Hz) , 4.74 (2H. s).. 4.86 
(IH. br). 6.60-6.75 (3H. lu). 6.89 (IH. dd, /=8. 3. 2.0Hz). 6.95 (IH. d. 
/-2.0Hz), 7.06 (2H, d, /=8. 5Hz), 9.18 (IH, br) 

9_ '4_ c? - 'HI S. 9. R) -2-b - Ka»->-2- f4-t Kn=a^7^ 

_,u) - 1 -^^/uin^yi^' r;y^ m ^ yu' -2. 5 - ^-zi-^^ ^ ^'^3 
^fej^^/w qk^^ 1 2) 
'H-NMR (CDCl,) 6ppm: 

0.98 (3H. d. ./=6.4Hz). 1.34 (3H. t. >7.1Hz). 2.18 (3H. s). 2.22 (3H. s), 
2.60-3.00 (5H. m). 4.31 (2H. q, .^7.1Hz). 4.49 (IH. d. ^.5.6Hz). 4.62 (2H, 
s), 6.41 (IH. s), 6.69 (2H, d. .^8.5Hz). 6.78 (IH. s) . 7.05 (2H, d. /=8. 5Hz) 
P.- -4- r? - --(1 -S. 2 ;?) -2-^- Ka:ar->- '^- ^4-K Ka:^'>7 

7^/=3^->' ( fK^i^l3) 

iH_ \MR (DMS O - c/g- D,0) 6ppm: 

0.95 (3H. d. .7=6. 6Hz). 1-21 (3H. t. /=7. IHz), 2.85-3.05 (2H. m). 3.10-3.40 
(3H. m), 4.17 (2H, q, /=7.1Hz). 4.90-5.00 (3H. m). 6.77 (2H. d, ^8.6Hz), 

7.12 (IH, d. /=8.7Hz). 7.17 (2H, d, /=8.6Hz), 7.51 (IH. d. .^8.7Hz). 7.57 
(IH. s) 

2- -2-VT/-4- '2- 'HIS. 2 j?) -2-r (4- 

(<K-A-!fei 1 4) 
'H-NMR (CDCI3) 6ppm: 

1.01 (3H, d. .7=6. 4Hz), 1.32 (3H. t. /=7. iHz), 2.60-2.85 (4H. m). 2.90-3.05 
(IH, m). 4.30 (2H, q. .7=7. IHz), 4.46 (IH. d, .7=5. 7Hz) . 4.75 (2H. s). 6.67-6.76 
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(3H. m), 7.06 (2H. d, .^8. SHz) , 7.23 (IH. dd, >8. 6, 2.2Hz). 7.28 (IH, d. 
J^2. 2H2) 

2- 4- [2- 'ids. 2 R) - 2 -fc: Kp:^ix- 2 - ( 4 - fc: Kp :^->:7 

5 ziL^fV (fb^4^ 1 5) 

'H-NMR (DMSO-c/g) 6 p p m : 

0.94 (3H, d. 7=6. 7Hz), 1.20 (3H. t, 7=7. IHz). 2.90-3.05 (2H, m), 3.10-3.40 
(3H, m), 4.16 (2H, q, 7=7. IHz), 4.90-5.05 (3H, m), 5.86 (IH, br) , 6.76 (2H, 
d. 7=8. 5Hz), 7.16 (2H, d. 7=8. 5Hz) , 7.27 (IH. d. 7=8. 7Hz). 7.53 (IH, dd. ^8.7, 

10 2.0Hz), 7.83 (IH, d, 7=2. OHz), 8.45 (IH, br), 9.37 (IH. s) 

2 - :2 -iJ/Vy<'^-< /U - 4 - {2- {{{IS, 2 R) - 2 - b Kp=^-^- 2 - 
(4 - b Kp^->:7 jL^/U) - 1 r ^ y J J^^/UJ :73i y :3e->3 

g^^^^/U (fb-g-^ 1 6) 
^H-NMR (DMSO-c^g) 6 p p m : 

15 0.81 (3H, d, 7=6. 4Hz), 1.24 (3H, t, 7=7. IHz), 2.60-2.85 (5H, lu) . 4.21 (2H, 
q, 7=7. IHz). 4.40-4.50 (IH. m) , 4.85-5.05 (3H, m) , 6.61 (2H, d, 7=8. 5Hz). 
6.97 (IH. d, 7=8. 5Hz), 7.06 (2H, d, 7=8. 5Hz), 7.25 (IH. dd. 7=8.5, 2. 4Hz), 
7.64 (IH, br s) , 7.75 (IH. d, 7=2. 4Hz), 7.98 (IH. br s) , 9.20 (IH, br) 
2- :2 -/i^/l^^ /t-T ^ 7 - 4 - L2- Cl(15. 2 R) - 2 - b K n - 2 

20 - (4 - b Kn ji - /ix) -~ 1 - y ^/pji^/uj T^yj ^^"i y y ^ 

^H-NMR (DMSO-c^e) 6ppm: 

0.85-1.30 (6H. m), 2.80-3.30 (4H, m) . 3.30-4.00 (IH. m), 4.00-4.65 (2H, m) , 
4.80-5.05 (2H, m), 5.20-5.40 (IH, m), 5.80-6.10 (IH. br) . 6.60-10.80 (12H. 
25 m) 

.V. .V-v^y^/U-2- L 2 - v^y ^ 7 4 - [2- IK 15, 2 R) - 

2-^ Kp=^->-2 - (4-1:: K p :y ^>^U) - 1 - y T ^ / ] 

-7 z^J ^jy^i Tir ^ K (it^ib 1 8) 
^H-NMR (DMSO-^/fi) 6ppm: 
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0.80 (3H, d, 7=6. 4Hz), 1.25 (IH, br), 2.45-2.80 (UH. ni) , 2.85 (3H. s). 3.00 
(3H, s). 4.50 (IH. br), 4.74 (2H, s), 4.85 (IH, br) , 6.55-6.70 (5H, m), 7.06 
(2H, d, js=8. 5Hz), 9.20 (IH. br) 

2- '2-^pn-4- [2- rCdS. 2 7?) - 2 - b Kn ^ 2 - (4- 
*H-NMR (CDCIJ 6ppm: 

0,92 (3H. d, /=6. 4Hz), 1.32 (3H, t, 7=7. IHz), 2.60-3.00 (5H, m) , 3.74 (3H, 
s), 4.31 (2H, q, jfc7. IHz), 4.53 (IH, d. ^5, IHz). 4.69 (2H. s) . 6.41- (IH, 
10 s), 6.75 (2H, d, 7=8. 4Hz), 7.07 (IH, s) , 7.10 (2H, d, ^8. 4Hz) 

2- [q- ^ x2u^2-'=^V^i^- A - 12- ::(1>S. 2 R) - 

V--2— (4 — hKa ^iy-y jL=^/i^) — 1 - 7^ ^yUJi^/u: T ^ y 3 ^^/l^j >^ 

»H-NMR (C DC 1 J 6 p p m : 
15 0.97 (3H, d, 7=6. 4Hz), 1.33 (3H, t. 7=7. iHz), 1.43 (3H, t, >7. OHz), 2.70-3,05 
(5H, m), 3.90-4.05 (2H, nO , 4.31 (2H, q, 7=7. IHz), 4.51 (IH, d, ./^5, 5Hz), 
4.55-4.75 (2H, m) , 6.63 (IH, s), 6.71 (2H, d. 7=8. 5Hz), 6.79 (IH, s), 7.08 
(2H, d, 7=8. 5Hz) 

ttmitm : s- (c = i , o o, g^s^^) 

20 2 - :2- (C^;>< ^/UT ^ 7 :^/U^:::^/U) -4- :2- CCdS. 2 R) -2- 
bKn=^v--2- (4-'b K n ji n/u) - 1 -t^^/U^^/w: :r $ / ] 

^/w: -7zil/^->^} g^i^j^^/l. (fb-^^2 1) 
^H-NMR (CD3OD) 6ppm: 

1.12 (3H, d, 7=6. 7Hz), 1.30 (3H, t, 7=7, IHz), 2.98 (3H. s) , 3.03 (2H, t, 
26 7=7. 5Hz), 3.13 (3H, s), 3.25-3.50 (3H, m), 4.26 (2H, q. 7=7. IHz), 4.80 (IH, 
d. 7=7. OHz), 4.85-5, 10 (2H, m), 6.82 (2H, d, 7=8. 6Hz) , 6.95 (IH, d. J^8. 6Hz). 
7.15-7.30 (3H. m), 7.36 (IH, dd, 7=8. 6Hz, 2. 2Hz) 

2- :2-^pp-4- :2- :r(is> 2 r) - 2 - b kp=^->- 2 - (4- 
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>H-NMR (CDCI3) 6ppm: 

0.97 (3H, d, >6. 5Hz). 1.32 (3H, t, /=7. 2Hz). 2.21 {3H, s). 2.50-3.00 (5H, 
m), 4.30 (2H, q, J£=7. 2Hz). 4.53 (IH, d, ^5. SHz), 4.67 (2H, s) , 6.58 (IH, 
5 s), 6.73 (2H, d, >8. 4Hz), 7.06 (IH, s), 7.08 (2H, d, >8. 4H2) 

2- :2> 5 --l^-y - 4 - C2- [[(15. 2 R) - 2 - b K a ^ - 2 

— (4 - M y^^i^y" ^^=-^1^) -1-^ ^/UJi^yW J T^y] 

i^^^^^t. (fl::-^ffe>2 3) 
^H-NMR (CDCI3) 6ppm: 
10 0.97 (3H, d, /=6. 4Hz), 1.32 (3H. t, 7=7. IHz). 2.60-3.00 (5H, in), 4.30 (2H, 
q, /=7. IHz), 4.50 (IH, d, /=5. 4Hz) , 4.66 (2H, s), 6.58 (IH, dd. 7=10.4, 7.0Hz). 
6.73 (2H, d, 7=8. 5Hz), 6.83 (IH, dd, 7=11.4, 6. 9Hz) , 7.09 (2H, d, 7=8. 5Hz) 



15 2 - :2-:7^cj-=e-4 - [2 - :l(is. 2 R) -2-t:Kp^->-2- (4- 
(fk^#J2 4) 

2 - :2-yn^-4- :2- CC(15, 2^) - 2-~t:Kn:^v'-2 - (4 
- t Knr v':7 jin/U) - 1 - ;^ ^ /Uoc ^yu] T^y] ^^^Ul :7:3^y:^>>j 

20 ^in^/U (3 2 7 mg) cO:3i^ y — (3. 3ml) T^TiSiC 1 ^:g7Kg&ft:^ h ]) 
i^A7Ki$?i5 (1. 4 5ml) Sr^iox.. ^fiTici 5H#Pfl}««^Uf^. 7lc?^^}tl«^T{:: 
la^iSK (1. 4 5ml) 5rSDx.fcm> ^ffiT(c:?#^$:S*L. m^m^^^ 
S0X.^j$4^Sr5BxL. 2- :2--:/n^-4- [2- lC(15, 2 i?) -2-t 
Ko^:y-2- (4- t: Kn:^C/>^:ii;=./U) - 1 - 7^ ^/U^^;W] T ^ 

25 /W] :7 3iy=3rv^: g^®& (8 8mg) ^^fCo 
»H-NMR (DMSO-^/g) 6ppm: 

0,90 (3H, d, 7=6. 6Hz), 2.50-2.75 (2H, in), 2.90-3.40 (3H, m), 4.46 (2H, s), 
5.00-5.10 (IH, m), 6.65-6.90 (4H, m) , 7.14 (2H, d. 7=8. 5Hz) . 7.36 (IH, d, 
7=2. OHz). 9.35 (2H, br) 
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JtSaEJtS : :a; p^==-8. 3^ (c=0. 6 3 , g^^) 

2- '2-:^gn-4- l2- CCdS. 2 R) - 2 - fc: K a =^ -> - 2 - (4- 

5) 

>H-NMR (DMS O- t/c-^D^O) 6 p p m : 
10 0.93 (3H, d. /=6. 7Hz). 2.68-2.82 (2H, m) , 3.00-3.17 (2H, m) , 3.26-3.35 (IH, 
in), 4.47 (2H, s). 5.06 (IH. d, /=2. 2Hz), 6.75 (2H, d. >8. 5 Hz) , 6.83 (IH, 
d. /=8. 6Hz). 6.91 (IH, dd, .7=8.6, 2.1Hz), 7.17 (2H. d. .^8. 5Hz). 7.26 (IH, 
d, /=2. IHz) 

itiS^tS : o''= - o. 7= (c = 1 . 0 1 , i^) 

15' 2- :2. 6-v^^niP-4 - [2 - C:(1S. 2i^) -2-t:Ko=^'>'-2- 

Kffi^ (fb:^^2 6) 

'H-XMR (DMSO-^o) 6ppm: 

0.88 (3H, d, 7=6. 6Hz), 2.60-2.80 (2H, in), 2.95-3.20 (3H, m) , 4.40-4.55 (2H, 
20 uO, 4.85-5.00 (IH, in), 6.71 (2H, d. /=8, 6Hz), 7.13 (2H, d, J=8. 6Hz), 7.24 
(2H, s). 9.40 (IH. br) 

Itm^m : Caj I''- 2^ (c=0. 50. DM SO) 

2- :2. 5-v^^og^4 - [2 - [[(IS, 2i?) - 2-t::Ko^''>-2- 
(4 - b Kp v-^3^::i/W) - 1 - 7^ ^/U::i^/U: T ^ 7 J J-^/W-j :7 ji y ^r->] 
25 i^^ ({\L^^2 7) 

»H-NMR (DMSO-d/fi) 6ppm: 

0.86 (3H, d, /=6. 6Hz), 2.30-2.70 (2H. m) , 2.85-3.05 (2H. uO . 3.15-3.35 (IH. 
m), 4.45-4.60 (2H, lu) , 5.17 (IH, brs), 6.72 (2H, d, 7=8. 6Hz) . 6.91 (IH, s), 
7.16 (2H, d. 7=8. 6Hz), 7.19 (IH. s) , 9.33 (IH. br) 
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itliS^S : :a: 1 3. 1^ (c = l. 0 0, 1 S^Mffif) 

2- -:7/U:^p - 4 ~ [2— [[(is. 2 i?) - 2 - b Kp =^->- 2 - (4 

^ (([^^^ 2 8) 
5 'H-XMR (DMSO-c^c) 6ppm: 

0.89 (3H. d, /=6-6H2), 2.40-2.70 (2H, m). 2.90-3.10 (2H, m). 3. 15-3.30 (IH, 
m). 4.25-4.55 (3H, m) . 5.11 (IH, br s), 6.55-6.65 (IH. m), 6.71 (2H. d, 
/=8. 5Hz), 6.81 (IH, t, /=8. 8Hz), 6.98 (IH, dd, ^12.6, 1.8Hz). 7.14 (2H, d, 
^8. 5H2) , 9- 36 (2H, br) 
10 HlfilTtJg : ;a3 0"=- 8 . 2* (c = l. 4 9, g^K) 

2- :4- :2~ [[(IS, 2 R) - 2- eKP=^'>-2 - (4-b Kn :^->:7 
j^nyU) - 1 - ^yuai^/uj T ^ / J :i^^/U3 - 2 - ^ h:^->7 ji y ^^y-] ft 
^ Ht^^2 9) 

^H-NMR (DMSO-c^e) 6 p p m : 
15 0.91 (3H, d, ./=6. 4Hz), 2.40-3.30 (5H. m) , 3.74 (3H, s) , 4.34 (2H, s) . 5.07 
(IH, br), 6.38 (IH, d. 7=6. 9Hz), 6.60-6.80 (4H, m) , 7.14 (2H, d. /=8. 4Hz), 
9. 40 (2H, br) 

ttmytm : : a : - ii. c (c = o. 51, mm) 

2- :2-^h=^v--4- C2- CC(15, 2 R) - 2 - b: Kp^^v-- 2 - (4 
20 Kp^v-v^^/i-) - 1 ^/ujL^yu] T^y] J^^/Uj :7j^y:^'>jft 

({b^4^3 0) 
^H-NMR (DMSO-c/e) 6 p p m : 

0.90 (3H, d, /=6. 5Hz), 1.32 (3H, t, /=7. OHz), 2.50-3.15 (5H, in), 3.98 (2H, 
q, 7=7. OHz), 4.26 (2H, s) , 4.85 (IH, br) , 6. 38 (IH, d, j^8. 3Hz). 6.60 (IH, 
25 d, 7^8. 3Hz), 6.65-6.75 (3H, m) , 7.08 (2H, d, j^8. 3H2), 9.60 (IH, br) 
itm^m : [ a 3 o''= - 8. 0^ (c=0. 20, Sm) 

2- :2 4 - C2- :C(15. 2 R) - 2 - b K p - 2 
- (4 - b: Kp =^ v-^ ^:=./U) — 1 — ^ ^/Um^/U] T^/! Ji^/Ul :7 ji y 

ftfe ({b^^3 1) 
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»H-XMR (DMSO— c/fi) 6 p p m : 

0.90 (3H, d, /=6. 6Hz), 2. 55-2.75 (2H. m). 2.85-3.10 (2H, m), 3.15-3.30 (IH, 
m), 4.37 (2H, s) , 5.00-5.15 (3H, m). 6.38 (IH. d. /=8. SHz), 6.65 (IH, d, 
3Hz). 6.71 (2H. d. 7=8. 5Hz). 6.82 (IH, s), 7.13 (2H, d, ^8. 5Hz), 
5 7.30-7.55 (5H. m), 9.40 (2H, br) 

lfctg)tS : Ca3 d''=-3. 5= (c=0. 1 7 , 

9_ -5,^pn-4- 1:2- rrClS. 27?) -2-bKa^-> -2- (4- 
b KP=^>^j^:=^/t^) — 1 - 7< ^/l^J:>^/t^] T ^ J^: JC^/Ul —2-; ^ V^-yy :xu 

y a^v^j Cfk^#r3 2) 
10 *H — XMR (DMSO-c/e) 6 p p m : 

0.90 (3H. d, >6. 5Hz), 2.30-3.50 (5H, lu) , 3.77 (3H, s). 4.40-4.55 (2H, m), 
5.10 (IH. brs), 6.73 (2H, d. >8. 5Hz). 6.78 (2H, s) , 7.16 (2H. d, .^=8. 5Hz). 
9.35 (2H, br) 

JtigJte!^ : Ca: 0^*^=- 1 6. S'^ (c = 0. 2 5. DM SO) 
15 2 - :4 - C2 - 2 R) - 2- \iV^^i^-2 - {A - M 

({k-g-^fel 3 3 ) 
*H-XMR (DMS O - cTg- DoO) 6 p p m : 

0.96 (3H, d, /=6. 7Hz). 2.19 (3H, s) . 2.87 (2H. t, /=8. 3Hz). 3.07-3.22 (2H, 
20 ui), 3.30-3.39 (IH. m) , 4.61 (2H, s), 4.99 (IH. brs). 6.70-6.82 (3H. ni), 7,01 
(IH, d, y=8.2Hz), 7.06 (IH, s), 7.17 (2H, d, ^8. 5Hz) 
\icm%^ : [aj o'==-4. 6 (c = 1 . 0 1, 

2- :2-Ji^>>u-4- :i(lS, 2 7?) - 2 - fc: Kp 2 - (4-t:KP 

25 ^3 4) 

^H-NMR (DMSO-c/fi) 6 p p m : 

0.90 (3H, d. /=6. 5Hz). 1.14 (3H. t, 7=7, 5Hz) . 2.50-2.70 (4H, m) , 2.80-3.00 
(2H, m), 3,05-3.20 (IH. m), 4.34 (2H. s), 4.96 (IH. brs). 6.55-6.75 (4H, 
m). 6.85 (IH. s). 7.10 (2H, d. /=8. 4Hz), 9.50 (2H. br) 
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tfcicE^t* : : a : - 8. 7" (c = l. 04, mSt) 

2- :4- •:2-' llCIS. 2/?) -2-bKP=¥V~2- (4-t:Ka^:7 3L 
nyu) - 1 ^/UJi^/Wl r^y] -2. 5 - ^/l^:7 31 7 

M (fl-^#>3 5) 
5 'H-NMR (DMSO-c/e) 6 p p m : 

0.88 (3H, d, 7=6. 6Hz), 1.82 (3H. s), 2.12 (3H, s) , 2.30-2.50 (2H. m) , 
2.75-2.95 (2H, m), 3.20-3.40 (IH, ni). 4.30-4.50 (2H, m). 5. 13 (IH, br s), 
6.46 (IH, s). 6.72 (2H. d, 7=8. 6Hz), 6.74 (IH, s) , 7.16 (2H, d, 7=8. 6Hz) 
tbijE^tlt : Caj o=»^=- 3 0. 5' (c=0. 6 1, DMSO) 
10 2- 14- [2- [[(IS, 2 i?) - 2 - t: Ka ^ 2 - (4-1::Kp^->^ 
ji:=:/U) - 1 - ^/UJi^yUj T^/] —2- ( h y /Uyj- p ^ /U) 

§m^^^ iit^^se) 

'H-NMR (DMS O - i/e- D.O) 6 p p m : 

0.97 (3H, d, 7=6. 7Hz), 2.90-3.45 (5H. 111), 4.79 (2H, s) , 4.99 (IH, d, 7=2. 4Hz), 
15 6.78 {2H, d, 7=8. 5Hz), 7.08 (IH, d, 7=8. 6Hz), 7.18 (2H, d, 7=8. 5Hz). 7.45-7.55 
(IH, m), 7.57 (IH. d, j^l. 9Hz) 

tfcJJETt/t : C a J 0''= ~5. 7^^ (c = l. 01, g^ffi^) 

2- :2-->Ty-4- [2 [[(15. 2 R) - 2 - t: K n ^ V - 2 - ( 4 - b: 
h^u:^iy^ - 1 -p^^/UJi^/Uj T$ y] >^ in (fb 

20 -^^3 7) 

^H-NMR (DMS O - a^6-^ D3O) 6ppm: 

0.97 (3H, d, 7=6. 4Hz), 2.60-2.80 (2H, m), 3.00-3.35 (3H, m). 4.49 (2H. s), 
5.05 (IH, br s), 6.74 (2H, d, 7=8. 3Hz), 6.89 (IH, d, .7^8. 7Hz), 7.16 (2H, d, 
7=8.3Hz), 7.21 (IH, d, 7=8. 7Hz), 7.51 (IH, s) 
25 tfciS!3t« : la: 0'== - 5 . 7° (c = 1 . 0 5, mm 

2- 14- [2- [[(15, 2 R) - 2 - b Ka ^rv-~ 2 - (4-bKn=^->:7 
- 1 ^yu:3i^yU] T^y] ^^/Wj - 2 - h P >^ ^ =^ S^ffi^ 

({b^^3 8) 
'H-NMR (DMSO-dfe) 6ppm: 



. , Mi .La 
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0.95 (3H, /=6. 7H2), 2.90-3.05 (2H, m). 3.15-3.40 (3H, m). 4.85 (2H. s) , 
5.05-5.15 (IH, m), 6.05 (IH. br), 6.76 (2H. d, >8. 5Hz), 7. 16 (2H. d. ^8. 5Hz), 
7.22 (IH, d. /=8. 7Hz), 7.50 (IH, dd, >8. 7. 2, IHz). 7.81 (IH, d, /=2. IHz), 
8.90 (IH. br), 9,40 (IH, br) 
5 tfcSiJt* : La: d''=-4. 4= (c=0. 6 3, 1 SS^ISSl) 

9.^ '2 -^yUy<^W^/U--4 - :2- 2R) -2-fcK P=^->-2 

g^fe «k^^3 9) 
'H-NMR (DMSO-i/e) 6ppm: 
10 0.87 (3H, d. .^6. 4Hz), 2.60-2.90 (5H, lu) , 4.33 (2H. .s) , 4.47 (IH. br s), 5.10 
(IH. br). 6.65 (2H. d. ./=8. 5Hz), 6.92 (IH. d. ^8. 5Hz). 7.01 (2H. d, /=8. 5Hz). 
7.05-7.20 (2H. m) . 7.22 (IH. brs). 7.56 (IH. d. ./=2. OHz). 9.54 (IH, br s) 
2- 2 -4t/U^/ur ^ y - 4 - C2- "Al S, 2 i?) -2- fc:KP^->-2 

»H-NMR (DMSO-t/fi) 6 p p m : 

0.80-1.00 (3H, in), 2.50-4.00 (5H. m) , 4.20-5.40 (3H. in). 6.60-8.70 (8H, in) 

\tm^m : Ca: 9.6^ (c=o. 25. mm 

2- :2'-^nr:!-4 - 12 - ::(1.S\ 2 R) - 2-l::Kn^v--2 - (4- 

=3ev.i ({t^^4 1 ) 

^H-NMR (DMSO-a^o) 6 p p m : 

0.88 (3H, d. j^6. 6Hz), 2.30-2.60 (2H, oj) , 2.80-2.95 (2H, m) , 3.15-3.30 (IH, 
m), 3.67 (3H. s) , 4.45-4.60 (2H, ni) , 5.09 (IH, brs), 6.53 (IH, s) , 6.72 (2H, 
25 d, /=8. 5Hz), 6.98 (IH, s), 7.15 (2H, d, 7=8. 5Hz) 

i^mytm :Lajo''=-6. 8" (c = l. 00, if ffiE) 

2- :5-:^PP-2-^f^->-4- :2 - CCdS, 2/?) - 2-1:: Ka^ 
->-2- ( 4 - b: Knr ^V::^ ^ - yU) - i y ^/U ji ^/U'^ T^/:' y 
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"H-NMR (DMSO-ds) 6ppm: 

0.87 (3H, d, 7=6. 6Hz), 1.34 (3H, t, >7. OHz). 2.30-2. 65 (2H, m) , 2.80-2.95 
(2H, m), 3.15-3.30 (IH. m). 3,98 (2H, q. J^T.OHz), 4.30-4.50 (2H, m), 5.13 
(IH. brs), 6.67 (IH, s) , 6.68 (IH. s), 6.72 (2H, d. 7=8. 5Hz). 7.15 (2H. d, 
5 7=8. 5Hz), 9.37 (IH. br) 

ttiSEitig : Ca J D=*»=- 7 . 2= (c = l. 10, 1 S^iSK) 

2- :2'- (-^^^ ^/UT ^ y ;^yt<7j^n/U) -4- f2- CCClS, 2 R) -2- 

H }^'ui^iy-2- (4-b Kp^->7 3i^/U) - 1 ^yuin^yuj T $ y ] Ji 

10 'H-NMR (DMSO-c/e) 6 p p m : 

0.96 (3H, d, 7=6. 7Hz), 2.81 (3H, s) . 2.90-3.05 (5H. m) , 3.15-3.65 (3H, m) , 
4.70-4.90 (2H, ra) , 5.05 (IH, br s) , 5,90 (IH, br) , 6.76 (2H, d, J^S. 5Hz) , 
6.85-6.95 (IH, ui) , 7.10-7.30 (4H, in). 8,72 (2H, br) , 9.36 (IH, br) . 13.00 
(IH. br) 

15 itiS3t<$ : Ca i d"=- 2. 7^ (c=0. 3 7 , g^^) 

2- :2-:?^np-4- C2- rCd 5. 2 R) - 2 - b: K C2 ^ - 2 - (4- 

=^->: 5^^ (fb:-^^4 4) 

»H-NMR (DMSO-c/c) 6 p p m : 
20 0.88 (3H, d. 7=6. 63Hz), 1.78 (3H, s). 2.2.5-2.35 (IH. m) , 2.40-2.50 (IH, m). 
2.85-3.00 (2H, m) , 3.20-3.50 (IH. m) . 4.40-4.50 (2H, ni) , 5.20 (IH. m) , 6.62 
(IH. s). 6.72 (2H. d, 7=8. 47Hz). 7.02 (IH, s). 7.17 (2H. d, 7=8.47Hz), 9.33 
(IH, br s) 

2 - :2 . 5 - v^:7/U^n - 4 - [ 2 - [[( 1 5, 2 /?) - 2 - b Ko 2 
25 - (4- t: Kp ^^jy-y znni/u) ~ 1 -y ^/u^^/Uj T 7 J J^^/^: :7 ji y :^ 
Ht^^A 5) 
^H-XMR (DMSO-o^o) 6ppm: 

0.87 (3H. d. 7=6. 6Hz), 2.25-2.60 (2H, m) , 2.90-3.00 (2H, m) , 3.15-3.30 (IH, 
m), 4,45-4,60 (2H, ni) . 5.12 (IH. brs). 6.72 (2H. d, 7=8. 5Hz), 6,77 (IH, dd. 
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7=11.4, 7. 3Hz), 6.97 (IH. dd. >11.8, 7. 2Hz). 7.14 (2H, d, SHz), 9.30 

(IH. br) 



5 2 - :2-1::Kp^->-4 - :2 - [Td 5. 2 R) - Kp^->- 2 - (4 

- Kn =^ jin/U) - 1 - ;>t ^^/Uji^/Uj T ^ 7 j 31 / =^'>: 

({[^^4^4 6) 

2- :2 --<>v^/V':^^v'-4 - l2- 'JAlS, 2 R) -2-fcKc:^v'- 
2_ (4 - t Ko:^^->:7 j:— /U) — 1 -T^f^/UOl^/U] T^/J^^/^J 37 :t 7 
10 =3^^.-: ftSt (9 7 m g) (T^ftffil (4ml) 1 0%^<V v^f>^^^ (5 0% 

-^tK) (3 0mg) ^*P;t. **#ia^T;r 5 Oi^-HltJ^^Lybo ftbSSE*^ 

- : 2 - t Ka =^ 4 - :2- :C(1S, 27?) -2-I:: Kn:^'>-2- (4 

15 ^ (7 7mg) ^t#7t. 

^H-NMR (DMSO-fi^J 6ppm: 

0.93 (3H. d, /=6. 6Hz). 2.75-2.90 (2H, m) , 3.05-3.50 (3H, m) , 4. 12.(2H, s), 
5.00 (IH, br s), 6.05 (IH, br) , 6.51 (IH, dd, >8. 0, 1.6Hz), 6.65 (IH, d, 
/=1.6Hz). 6.74 (2H, d. /=8. 5Hz), 6.83 (IH, d, 7=8. OHz), 7. 15 (2H, d, 7=8, 5Hz) , 
20 8.90 (IH, br), 9.45 (IH, br) 

tbSEitlt : la: ,-^=-3. 7' (c = 0. 2 7, mm 



2- 12 - v^7< ^/UT ^^-4- :2 - VAl S: 2 R) - 2- \ih'a^>^-2 
25 - (4 - b Kcz ^' v--:7 jin/U) ^ i - ^ /u :jl =^ /j.: T$/: ^^/t^: -7 / ^ 

(fb^#?4 7) 

.V, A'- v^7« ^/U- 2 ~ : 2 - v^p< ^/UT ^ y - 4 - C2- ::(15, 2 R) 
— 2 - t Ka =ar i/— 2 ~ ( 4 - t K u -i/ y' :2i yU) - 1 — 
y: ::c=5^/u: -^^^^ y ^^rv^: Tir hT^ K (503mg) *rl i^^Tkffi&ft-^ h U 
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(6. 0ml) icjgA^L. ^raT!r2 0f^PJltftl*Lfco 7K?&«l*Ti^ i 
m-^^^ (6. 0ml) ^*Q^f-'^. SESig^4^3Srl'5i->iSlft«ll§ (B^St** 
^^t±. y>i'-^-l':^>HP-2 0) ^?E«Lfc1=ffitfifl=;&7i.i'n-^b^77^ 
- atWig!«:7lc/.^^/-/l'=l/0~l/l) ^«SSL,.2- C2-i?P<^ 
5 ,pr~Zy-4- :2- CC(1 S, 2/?) -2-t Ko:^->-2- (4-t Knd^ 
->7:.:=^/l') -l-p^^/U^^/W] T?/] ^^^^3 7*/#->3 ftK ( 3 3 0 
mg) *:ttf-e 

iH-NMR (DMSO-c/s) 6ppm: 

0.89 (3H, d, 7=6. 6H2). 2.50-2.75 (8H. m), 2.85-3.05 (2H. m). 3.15-3.25 (IH. 
10 m). 4.37 (2H. s) . 5.05 (IH. br s), 6.40 (IH, dd. .^8.3. l.7Hz). 6.55-6.65 
(2H, a.), 6.70 (2H. d. 7=8. 6Hz) . 7.13 (2H. d. /=8. 6Hz) 
tblaE3tS : Ca] „"=- 1 0. 9^ ( c = 1 - 0 6 , i^^) 

15 c> - -2-^an-4 - '2 - : rM.^. 2 R) - K n ^ ^ - 2 - (4- 



z^^fi-mmm (fb-^4^4 8 ) 

2- :2-^na-4- 12- CCd S. 2 R) -2-t KDds^'>-2- (4 
20 m^^^^ (3 9 0mg) cOi^^^^^W (5ml) }§?KlC^ra«l*T> 4^^^it: 

TKPR-g^ffi^^^^^^^s (5 0 0 m 1) ^*D:ti o^mmwL. m^T\^^m^m 

4- :2- CCd 5, 2i?) - 2-t ( 4 - t K n =^5^ * ^/W 

_ 1 -^^/rni^/uj r?/: ^^/w] i^g^ai^/u^ifeS (400 

25 mg) *rt»^-c 

iH-NMR (DMSO-t/fi) 6ppm: 

0.96 (3H. d, 7=6. 7Hz). 1.21 (3H. t. 7=7. IHz). 2.90-3.05 (2H, «0 . 3.15-3.40 
(3H. m). 4.17 (2H. q, 7=7. IHz). 4.90 (2H. s). 5.08 (IH, brs). 5.90-6.00 (IH. 
m). 6.76 (2H. d. .^8. 6Hz) . 7.02 (IH, d. 7=8. 6Hz). 7.10-7.20 (3H. m). 7.40 
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(IH. d, J£=2. IHz). 8.85 (2H, br). 9.41 (IH. s) 

ttlffijtff : [a j o"=- 1 0. 3° (c = l. 0 0 , y -^^) 

mmms 

5 2- :2. 5-v^^oP-4- :2- [[(IS, 2 R) - 2 - K p =^ '> - 2 - 
Bfelfem^/Ui^itiS ({k^ife4 9) 

-v^^rnu-4- [2- CCdS, 2 /?) - 2 - t K n =^ 2 - (4-fc:KP 
»H-NMR (DMSO- c^e) 6 p pm : 

0.97 {3H. d. .^6, 7Hz), 1.22 (3H, t. /=7. IHz), 3.00-3.45 (5H, m), 4.18 (2H, 
q, /=7.1Hz), 4.98 (2H. s), 5.07 (IH. br s). 5.97 (IH, d, J^4.2Hz). 6.76 (2H. 
15 d, 7=8. 5Hz), 7.18 (2H, d, /=8. 5Hz), 7.27 (IH. s). 7.55 (IH. s). 8.85 (2H. 
br). 9.41 (IH. s) 

ttiSEJtS : Caj 0^°=- 7 , 1= ( c = 1 . 0 4 . ^ 7 - /U) 



20 2 - :2 -^DQ-~4- r2- CCdg. 2^) - 2 - t Kp^'>- 2 - (4- 

2- ;2-^nn-4- [2- CC(1 5, 2 R) - 2 - t Kn =*--^ - 2 - (4- 

25 ^/i- (7 7 0mg) (7D3i^^y-/u (4ml) i$?S;^^?M.}t«^T. y ^ > >^ 
(79m 1) 5:^0^3 0 55^rp1M14^m. Wffi^^^StL. 2- C2--:5^nn-4 
- :2- lC(15, 2 7?) - 2 - t Ko:^^^- 2 - ( 4 - t K^^v^:^ 3i::^/U) - 

(2 2 0 mg) '>?#fci = 



*S£i5»J9 
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'H-XMR (DMSO-fl^e) 6ppm: 

0.95 (3H, d, ^6.6H2), 1.22 (3H. t, ^7. IHz). 2.32 (3H, s). 2.85-3.00 (2H, 
m), 3.10-3.42 (3H, m) , 4.17 (2H, q. ^7. IHz). 4.90 (2H, s), 5.00 (IH, m), 
5.95 (IH, m), 6.76 (2H, d, >8. SHz), 7.02 (IH, d, ^8. 5Hz), 7.17 (2H, d. 
5 J^8. 5Hz), 7.18 (IH, d. ^8. 5Hz) , 7.40 (IH, s). 8.39-8.65 (2H, m), 9.39 (IH, 
s) 

itl^JtS : C a J - 8.8*' (c = 1.05, ^^'Z — /U) 

aitt^icus/ h ioo~i4oog) (^i^iufeSrKsmu, s^i^i om 

m, ^m2mm(DmmW-i^mm^%:i^mLXMa gnu s ^fe|C:SpUTlllKSr^to 

rebs-Henseleit m^PliZmmL 1 g A?«rSr*»5t fe, 8«B3fei&JJb^3S 

ms^^mcW^m^^i^Ms gnu sS=rtl-*P;tfe, IS^fFffili, ^^(t:^#i«igaft 
(om^^mf!S<D^:h^ 1 0 0%, V>1 o-''Miiim:1k<Dec:k^m^m 



wo 00/02846 PCT/JP99/0361 1 

64 



[a i: 



it^^ No. 


£C^QfiS(M) 


24 


3. 1«10-' 


25 


4.2x10'- 


26 


1.7*10'^ 


27 


1. g^'io"- 


28 


1. 9x10'^ 


29 


9. 8x10*- 


30 


6. 8x10'^ 


31 


1 .1x10'^ 


33 


1 . 6x10'^ 


35 


1. QxlO"^ 


36 


1 .3x10"" 


37 


5 . 3xl0~- 


38 


1. 6x10*' 


40 


4 . ixlO"' 


43 


3. 4x10*' 


46 


6.5x10'^ 


47 


6. 3x10-° 


48 


7. 4x10'- 


49 


7.2x10-" 


(R,R) -BRL-37344 


1. 6x10"'" 



5 SDSttttvy h ((*fi2 5 0~4 0 0 g) <D.C-SI€r»rttl L , Ma g n u s& 
't:ff^4:S&^LitK r e b s -H e n s e 1 e i t^g'f'fcSSSL, 0. 5 g (DA 

5 o%mM^'^i>t^<D^f^it'^^Skm^E c^mk l-cml^. 
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[^2 J 



it^^ No. 


ECsofit (M) 


24 


>10"-' 


25 


7 .0x10"^ 


26 


>10'' 


27 


4.9x10"' 


28 


3 .0x10"^ 


29 


>io-* 


30 


>io-' 


31 


>10"* 


33 


3.1x10"- 


35 


3.8x10"- 


36 


. >10"' 


37 


3.3x10"^ 


38 


5.8x10-^ 


40 


3.5x10"' 


43 


5. 8xlO-- 


46 


2 .1x10"^ 


47 


>10'*' 


48 


1.7x10"- 


49 


6.8x10"' 


(R, R) -BRL~37344 


2 .7x10"^ 



5 mm^ S $*^J 1 5 mmroS^Srf^^ L , M a g n u s ri Jciifi C 
&-ii^L:fe:L o c k e -R i n g e r ffiE'f'tJlSSL. 0. 5 g fc„ 
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it-^^ No. 


ECsoflt (M) 


24 


1.0x10'^ 


25 


1. 4x10"^ 


26 


1. 4x10"^ 


27 


4 . gxio''' 


28 


1. 8x10'^ 


29 


3. 9x10"® 


30 


2.5xl0"- 


31 


1 . 9x10"'^ 


33 


1.3x10'^ 


35 


i.exio"'^ 


36 


2.0x10"- 


37 


7. 6x10"^ 


38 


2 . 6x10'* 


40 


1.0x10-' 


43 


5.3x10"- 


46 


2.1x10"' 


47 


1.7x10"^ 


48 


5.2x10"' 


49 


e.ixiQ-^ 


(R,R) -BRL-37344 


9.0x10"^ 



Pimm 4 

AM^ay I y hi:i. 2 - [2-^^00-4- [2- CC(is. 2 

R) - 2 - b Ka 2 - (4 - t Knde-->:7 3i— /W) - 1 - ^-'Wni^/U] 
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s6 ^ <r> ifH m 

1 . 




C^I'tbR'tt^lcM, {&m.TJU=i^i^m. T/ur/u^^-^S, T^ys, 

10 ^<*-r/WS*fc(4— HS^-NHCOR= (^t^'(7?R*{i7k5gim^*fc}4(e^T/U=3r 
15 2. 



o 




7k«-cfe>9. (R) tm^infz^mm.'f-\±Rm.m:nmmm^^^\^. (s) ;6Sf+ 



• 
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10 

i 
1 

I 
l 

20 
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i 

5 

25 

i ;• 
i 



3. 2- i2-yu^-4- C2- an S, ZR) - 2 - }i h' a ^ - 2 - 

(4 - t Ya^-yy s.—Ji') - 1 -;?t^-'U3i^>'U] ^ 3 a^'^^/W) ^^y^-^) 
2- C2-irDn-4- C2- CCdS. 2/?) - 2 - fc Kn 2 - 

(4-1: h'udr'Z^y 3,=:./U) - 1 - ^ -J^yUzt'J^yUD y] ai^/U] 
g^ei, 2- C2. 5-S^^ni3-4- [2- CCdS, 2 7?) -2-tKn:^->' 
_2- (4 - t Kn=Sr->'7 3;— >'U) - 1 - p» ^/UJ^^^U) TSy] ai^^-zW] 7 31 
y=;?-->3 i^ifex 2 - C4- C2- CCdS. 2/?) - 2-tKn2:¥->-2 - (4 
- t Kni\^73i=/W) - 1 -pt^/WJt^/U) r^y] 3i^yV] -2, o-i^^'^ 
/U^aiV^'^D ftfil, 2- [2 - 1 Ko=^^->-4 - [2- CCdS, 2 i?) -2 
-tKadf->-2- (4 — t Kadf->:73i^yV') - 1 - T 5 ] 

aLf^yUj 7 ;t y :3e- -:^] ftfife. 2- [2-^^00-4- C2- CC(1S, 2i?) - 

2-t:Kn^->-2 - (4-fcKn:^->73i— /l') -1-;^ ^/u:e.=5=-/W3 T 5 7 D 
^aiy^i/] g^gSfi^/U, 2- C2, 5-i^^na-4- [2- [[( 1 

S, 2 R) - 2 - b. h'o^->— 2 - (4 - t Kndf-->7 j:=./W) -l-jjt^yUa:. 

^yu: ^a^^^w-) 7 i^ffi^3i^/ud»e>s#^c?ix5iS3itJS2sa<e<^ 
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10 ^. 

15 tb7til{cjeB-t-^^Sc75i^PASfcttf#SlEffl(OEigm*4ft»«?S!liS:frjfe= 
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